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PART I. FINANCIAL INFORMATION
ITEM 1.

FINANCIAL STATEMENTS
Orexigen Therapeutics, Inc.
Balance Sheets
(In thousands, except share and par value amounts)

Assets
Current assets:
Cash and cash equivalents
Accounts receivable
Investment securities, available-for-sale
Inventory
Prepaid expenses and other current assets
Total current assets
Property and equipment, net
Other long-term assets
Restricted cash
Total assets
Liabilities and stockholders’ equity
Current liabilities:
Accounts payable
Accrued clinical trial expenses
Accrued expenses
Deferred revenue, current portion
Total current liabilities
Long-term convertible debt
Deferred revenue, less current portion
Other long-term liabilities
Commitments and contingencies
Stockholders’ equity:
Preferred stock, $.001 par value, 10,000,000 shares authorized at September 30, 2014 and December 31, 2013; no
shares issued and outstanding at September 30, 2014 and December 31, 2013
Common stock, $.001 par value, 300,000,000 shares authorized at September 30, 2014 and December 31, 2013;
123,073,090 and 104,970,200 shares issued and outstanding at September 30, 2014 and December 31, 2013,
respectively
Additional paid-in capital
Accumulated other comprehensive income (loss)
Accumulated deficit
Total stockholders’ equity
Total liabilities and stockholders’ equity

September 30,
2014
(Unaudited)

December 31,
2013
(See note below)

$

68,358
32,014
50,277
754
1,757
153,160
718
426
177
$ 154,481

$

$

$

4,743
6,932
6,631
3,429
21,735
82,911
32,572
378

—
123
569,357
12
(552,607)
16,885
$ 154,481

See accompanying notes.
Note: The Balance Sheet at December 31, 2013 has been derived from the audited financial statements at that date.
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$

98,121
77
78,875
—
1,209
178,282
630
1,032
177
180,121

4,787
7,886
6,751
3,429
22,853
80,031
35,143
232

—

$

105
556,235
(3)
(514,475)
41,862
180,121
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Orexigen Therapeutics, Inc.
Statements of Operations
(In thousands, except per share amounts)
(Unaudited)
Three Months Ended
September 30,
2014
2013

Revenues:
Collaborative agreement
Total revenues
Operating expenses:
Research and development
General and administrative
Total operating expenses
Income (loss) from operations
Interest and other (expense) income, net:
Interest income
Interest expense
Total interest and other (expense) income, net
Net income (loss)

$ 30,857
30,857

$

10,719
7,097
17,816
13,041

Basic and diluted net income (loss) per share

857
857

Nine Months Ended
September 30,
2014
2013

$ 32,571
32,571

$ 2,571
2,571

13,027
6,411
19,438
(18,581)

44,446
21,040
65,486
(32,915)

41,276
17,537
58,813
(56,242)

16
(1,784)
(1,768)
$ 11,273

9
—
9
$(18,572)

68
(5,285)
(5,217)
$ (38,132)

57
(1)
56
$(56,186)

$

$

$

$

0.09

(0.19)

(0.33)

(0.59)

Shares used in computing basic net income (loss) per share

122,583

98,737

116,655

94,717

Shares used in computing diluted net income (loss) per share

130,140

98,737

116,655

94,717

See accompanying notes.
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Orexigen Therapeutics, Inc.
Statements of Comprehensive Income (Loss)
(In thousands)
(Unaudited)
Three Months Ended
September 30,
2014
2013

Net income (loss)
Other comprehensive gain (loss)
Unrealized gain (loss) on investment securities
Other comprehensive gain (loss)
Comprehensive income (loss)
See accompanying notes.
5

Nine Months Ended
September 30,
2014
2013

$11,273

$(18,572)

$(38,132)

$(56,186)

—
—
$11,273

12
12
$(18,560)

15
15
$(38,117)

(4)
(4)
$(56,190)
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Orexigen Therapeutics, Inc.
Statements of Cash Flows
(In thousands)
(Unaudited)
Nine Months Ended
September 30,
2014
2013

Operating activities
Net loss
Adjustments to reconcile net loss to net cash used in operating activities:
Amortization of premium on securities available-for-sale
Amortization of debt discount
Amortization of debt issuance costs
Depreciation
Stock-based compensation
Deferred revenue
Changes in operating assets and liabilities:
Accounts receivable
Inventory
Prepaid expenses and other current assets
Other assets
Accounts payable and accrued expenses
Deferred rent and lease incentives
Net cash used in operating activities
Investing activities
Purchases of securities available-for-sale
Maturities of securities available-for-sale
Purchase of property and equipment
Net cash provided by investing activities
Financing activities
Proceeds from issuance of common stock
Net cash provided by financing activities
Net decrease in cash and cash equivalents
Cash and cash equivalents at beginning of period
Cash and cash equivalents at end of period
See accompanying notes.
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$(38,132)

$(56,186)

592
2,880
32
87
11,407
(2,571)

555
—
—
84
8,476
(2,571)

(31,937)
(754)
(71)
97
(1,118)
146
(59,342)

1
—
(300)
(812)
(4,189)
55
(54,887)

(64,825)
92,846
(175)
27,846

(27,431)
51,858
(121)
24,306

1,733
1,733
(29,763)
98,121
$ 68,358

979
979
(29,602)
78,332
$ 48,730
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OREXIGEN THERAPEUTICS, INC.
NOTE
S TO UNAUDITED FINANCIAL STATEMENTS
1. The Company and Basis of Presentation
Organization
Orexigen Therapeutics, Inc. (the “Company”), a Delaware corporation, is a biopharmaceutical company focused on the development and
commercialization of a pharmaceutical product and the development of a product candidate for the treatment of obesity. The Company was incorporated in
September 2002 and commenced operations in 2003.
The Company’s primary activities since incorporation have been organizational activities, including recruiting personnel, conducting research and
development, including clinical trials, and raising capital. In addition, the Company has experienced losses since its inception, and as of September 30, 2014,
had an accumulated deficit of $552.6 million. The Company expects to continue to incur losses for at least the next several years. Successful transition to
attaining profitable operations is dependent upon achieving a level of revenues adequate to support the Company’s cost structure, and until that time, the
Company may need to continue to raise additional equity or debt financing.
Basis of Presentation
The Company has prepared the accompanying unaudited financial statements in accordance with accounting principles generally accepted in the
United States of America for interim financial information and with the instructions to Form 10-Q and Article 10-01 of Regulation S-X. Accordingly, they do
not include all of the information and disclosures required by generally accepted accounting principles for complete financial statements. In the opinion of
management, the accompanying unaudited financial statements reflect all adjustments, which include only normal recurring adjustments, necessary to
present fairly the Company’s interim financial information.
The balance sheet as of December 31, 2013 has been derived from the audited financial statements as of December 31, 2013 but does not include all
information and footnotes required by U.S. generally accepted accounting principles for complete financial statements. For more complete financial
information, the accompanying unaudited financial statements and notes thereto should be read in conjunction with the audited financial statements for the
year ended December 31, 2013 included in the Company’s Annual Report on Form 10-K for the year ended December 31, 2013.
2. Summary of Significant Accounting Policies
Research and Development Costs
All research and development costs are charged to expense as incurred and consist principally of costs related to clinical trials managed by the
Company’s contract research organizations, pre-launch expenses for Contrave (formerly referred to as NB32), license fees and salaries and related benefits.
Clinical trial costs are a significant component of research and development expenses. These costs are accrued based on estimates of work performed, and
require estimates of total costs incurred based on patients enrolled, progress of clinical studies and other events. Clinical trial costs are subject to revision as
the trials progress and revisions are charged to expense in the period in which they become known.
Revenue Recognition
The Company has entered into agreements with Takeda Pharmaceutical Company Limited (“Takeda”) which contain multiple elements, including
nonrefundable upfront fees, payments associated with achieving specific development milestones and royalties based on specified percentages of net product
sales, if any.
Prior to the revised multiple element and milestone method of revenue recognition guidance adopted by the Company on January 1, 2011,
nonrefundable, up-front license fees and milestone payments with standalone value that are not dependent on any future performance by the Company under
the agreements were recognized as revenue upon the earlier of when payments were received or collection was assured, but were deferred if the Company had
continuing performance obligations. If the Company had continuing involvement through contractual obligations under such agreements, such up-front fees
were deferred and recognized over the period for which the Company continued to have a performance obligation. The collaboration agreement with Takeda
has continuing obligations, and as a result the up-front fees were deferred upon receipt.
7

Table of Contents

Effective January 1, 2011, for multiple element agreements entered into or materially modified after December 31, 2010, the Company follows the
provisions of Accounting Standards Update (“ASU”) No. 2009-13. In order to account for the multiple-element arrangements, the Company identifies the
deliverables included within the agreement and evaluates which deliverables represent separate units of accounting. Analyzing the arrangement to identify
deliverables requires the use of judgment, and each deliverable may be an obligation to deliver services, a right or license to use an asset, or another
performance obligation. A delivered item is considered a separate unit of accounting when the delivered item has value to the partner on a standalone basis
based on the consideration of the relevant facts and circumstances for each arrangement. Factors considered in this determination include the research
capabilities of the partner and the availability of research expertise in this field in the general marketplace. Arrangement consideration is allocated at the
inception of the agreement to all identified units of accounting based on their relative selling price. The relative selling price for each deliverable is
determined using vendor-specific objective evidence (“VSOE”) of selling price or third-party evidence of selling price if VSOE does not exist. If neither
VSOE nor third-party evidence of selling price exists, we use our best estimate of the selling price for the deliverable. The amount of allocable arrangement
consideration is limited to amounts that are fixed or determinable. The consideration received is allocated among the separate units of accounting, and the
applicable revenue recognition criteria are applied to each of the separate units. Changes in the allocation of the sales price between delivered and
undelivered elements can impact revenue recognition but do not change the total revenue recognized under any agreement. Upfront license fee payments are
recognized upon delivery of the license if facts and circumstances dictate that the license has standalone value from the undelivered items, which generally
include research and development services and the manufacture of drug products, the relative selling price allocation of the license is equal to or exceeds the
upfront license fee, persuasive evidence of an arrangement exists, the Company’s price to the partner is fixed or determinable, and collectability is reasonably
assured.
Upfront license fee payments are deferred if facts and circumstances dictate that the license does not have standalone value. The determination of the
length of the period over which to defer revenue is subject to judgment and estimation and can have a material impact on the amount of revenue recognized
in a given period.
The terms of the Company’s partnership agreements provide for milestone payments upon achievement of certain regulatory/development and salesbased events. Effective January 1, 2011, the Company adopted on a prospective basis the guidance under ASU No. 2010-17, “Revenue RecognitionMilestone Method”. Under the Milestone Method of accounting, the Company recognizes consideration that is contingent upon the achievement of a
milestone in its entirety as revenue in the period in which the milestone is achieved only if the milestone is substantive in its entirety. A milestone is
considered substantive when it meets all of the following three criteria: 1) The consideration is commensurate with either the entity’s performance to achieve
the milestone or the enhancement of the value of the delivered item(s) as a result of a specific outcome resulting from the entity’s performance to achieve the
milestone, 2) The consideration relates solely to past performance, and 3) The consideration is reasonable relative to all of the deliverables and payment
terms within the arrangement. A milestone is defined as an event (i) that can only be achieved based in whole or in part on either the entity’s performance or
on the occurrence of a specific outcome resulting from the entity’s performance, (ii) for which there is substantive uncertainty at the date the arrangement is
entered into that the event will be achieved and (iii) that would result in additional payments being due to the Company.
Royalties to be received based on sales of the Company’s licensed products by partners will be recognized as earned.
Inventory
Inventories are stated at the lower of cost (using a first-in, first-out basis) or market. Inventory costs including raw materials associated with its products
prior to regulatory approval are charged to research and development expense prior to such approval on a country-specific basis.
Recently Issued Accounting Standards
In July 2013, the Financial Accounting Standards Board (“FASB”) issued authoritative guidance for Presentation of an Unrecognized Tax Benefit
When a Net Operating Loss Carryforward, a Similar Tax Loss, or a Tax Credit Carryforward Exists, which provides explicit guidance on the financial
statement presentation of an unrecognized tax benefit when a net operating loss carryforward, a similar tax loss, or a tax credit carryforward exists. The
guidance is effective prospectively for fiscal years, and interim periods within those years, beginning after December 15, 2013. The Company adopted this
guidance in the first quarter of 2014 and the adoption did not have a material impact on the Company’s financial statements.
In May 2014, the FASB issued new accounting guidance related to revenue recognition. This new standard will replace all current GAAP guidance on
this topic and eliminate all industry-specific guidance. The new revenue recognition standard provides a unified model to determine when and how revenue
is recognized. The core principle is that a company should recognize revenue to depict the transfer of promised goods or services to customers in an amount
that reflects the consideration for which the entity expects to be entitled in exchange for those goods or services. This guidance will be effective for fiscal
8
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years beginning after December 16, 2016, including interim periods within that reporting period, and can be applied either retrospectively to each period
presented or as a cumulative-effect adjustment as of the date of adoption. Early adoption is prohibited. The Company is evaluating the impact of adopting
this new accounting standard on its financial statements and related disclosures.
3. Net Income (Loss) per Share
The Company computes net income (loss) per share in accordance with Accounting Standards Codification Topic 260 —Earnings per Share (Topic
260). Topic 260 requires presentation of both basic and diluted earnings per shares (EPS) on the face of the income statement. The Company computes basic
earnings (loss) per share by dividing the net income (loss) available to common stockholders by the weighted average number of common shares outstanding
for the period, without consideration for common stock equivalents. Diluted net income (loss) assumes the conversion, exercise or issuance of all potential
common stock equivalents, unless the effect of inclusion would be anti-dilutive. For purposes of this calculation, common stock equivalents include the
Company’s stock options and Employee Stock Purchase Plan (ESPP), warrants and the shares to be issued upon the conversion of the convertible senior
notes. No shares related to the assumed conversion of the convertible senior notes were included in the diluted net income (loss) calculation for the three and
nine months ended September 30, 2014 and 2013 because the inclusion of such shares would have had an anti-dilutive effect. The shares to be issued upon
exercise of certain outstanding stock options were excluded from the diluted net income (loss) calculation for all periods presented because such shares are
anti-dilutive.
The following table sets forth the computation of basic and diluted earnings (loss) per share (in thousands, except share data):
Three Months Ended
September 30,
2014
2013

Numerator:
Net income (loss)

Nine Months Ended
September 30,
2014
2013

$ 11,273

$(18,572)

$ (38,132)

$(56,186)

122,583

98,737

116,655

94,717

6,985
572
130,140

—
—
98,737

—
—
116,655

—
—
94,717

Denominator for basic and diluted weighted average shares of common stock
outstanding:
Weighted average common shares outstanding for basic
Dilutive potential common stock outstanding:
Stock options and Employee Stock Purchase Plan (ESPP)
Common stock warrants
Weighted average common shares outstanding for diluted
Basic net income (loss) per share

$

0.09

$

(0.19)

$

(0.33)

$

(0.59)

Diluted net income (loss) per share

$

0.09

$

(0.19)

$

(0.33)

$

(0.59)

The following weighted outstanding common stock equivalents were not included in
the calculation of net income (loss) per diluted share because their effects were
anti-dilutive (in thousands):
Shares underlying convertible senior notes
Common stock warrants
Common stock options

9

14,042
—
11,766
25,808

—
23,529
16,933
40,462

14,042
572
18,727
33,341

—
23,529
16,933
40,462
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4. Investment Securities, Available-for-Sale
The Company invests its excess cash in investment securities, principally government agencies and debt instruments of financial institutions,
corporations with investment grade credit ratings. A summary of the estimated fair value of investment securities, available-for-sale, is as follows at
September 30, 2014 and December 31, 2013 (in thousands):
September 30, 2014

U.S. government agency securities
Total investment securities

December 31, 2013

U.S. government agency securities
U.S. Treasury securities
Total investment securities

Maturity in
Years

Amortized
Cost

Unrealized
Gains
Losses

Fair Value

Less than 1

$50,265
$50,265

$ 13
$ 13

$ 50,277
$ 50,277

Maturity in
Years

Amortized
Cost

Unrealized
Gains
Losses

Fair Value

Less than 1
Less than 1

$77,877
1,001
$78,878

$ 4
—
$ 4

$ 77,874
1,001
$ 78,875

$ (1)
$ (1)

$ (7)
—
$ (7)

Gross realized gains and losses on available-for-sale securities were immaterial during the three and nine months ended September 30, 2014 and 2013.
5. Fair Value Measurements
The fair values of the Company’s financial instruments are recorded using a hierarchal disclosure framework based upon the level of subjectivity of the
inputs used in measuring assets and liabilities. The following table presents information about the Company’s financial assets measured at fair value on a
recurring basis as of September 30, 2014, and indicates the fair value hierarchy of the valuation techniques utilized by the Company to determine such fair
value. In general, fair values determined by Level 1 inputs utilize quoted prices (unadjusted) in active markets for identical assets or liabilities that the
Company has the ability to access. The Company classifies money market funds as Level 1 assets. Fair values determined by Level 2 inputs utilize inputs
other than quoted prices included in Level 1 that are observable for the asset or liability, either directly or indirectly. Level 2 inputs include quoted prices for
similar assets and liabilities in active markets, and inputs other than quoted prices that are observable for the asset or liability, such as interest rates and yield
curves that are observable at commonly quoted intervals. The Company classifies commercial paper holdings, U.S. Treasury securities, U.S. government
agency securities and asset-backed security holdings as Level 2 assets. Level 3 inputs are unobservable inputs for the asset or liability, and include situations
where there is little, if any, market activity for the asset or liability. The Company does not hold any Level 3 assets or liabilities. In certain cases, the inputs
used to measure fair value may fall into different levels of the fair value hierarchy. In such cases, the level in the fair value hierarchy within which the fair
value measurement in its entirety falls has been determined based on the lowest level input that is significant to the fair value measurement in its entirety.
The Company’s assessment of the significance of a particular input to the fair value measurement in its entirety requires judgment, and considers factors
specific to the asset or liability.
Assets that have recurring measurements are shown below (in thousands):

Description

Financial instruments owned:
Money market funds
U.S. government agency securities
Total financial instruments owned

Balance as of
September 30, 2014

Fair Value Measurement at Reporting Date Using
Quoted Prices in
Active Markets
Significant Other
Significant
for Identical
Observable
Unobservable
Assets (Level 1)
Inputs (Level 2)
Inputs (Level 3)

$

$

66,723
50,277
117,000

$
10

$

66,723
—
66,723

$
$

—
50,277
50,277

$
$

—
—
—
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6. Inventory
Upon receiving U.S. Food and Drug Administration (“FDA”) approval of Contrave in September 2014, the Company began to capitalize certain
inventory costs for Contrave, which were recorded as research and development expenses prior to such approval.
Inventory consists of the following (in thousands):

Raw materials
Work in process
Finished goods

September 30,
2014

December 31,
2013

$

$

754
—
—
754

$

$

—
—
—
—

7. Property and Equipment
Property and equipment consist of the following (in thousands):
Useful Life
In Years

Furniture and fixtures
Computer equipment and software
Leasehold improvements
Laboratory equipment
Asset under construction

5
3 to 5
4
5

September 30,
2014

December 31,
2013

$

$

Less accumulated depreciation and amortization
$

1,079
462
557
566
62
2,726
(2,008)
718

$

1,079
422
557
—
518
2,576
(1,946)
630

8. Accrued Expenses
Accrued expenses consist of the following (in thousands):

Accrued compensation related expenses
Accrued research and development expenses
Accrued interest on convertible notes
Accrued legal and professional expenses
Other accrued liabilities

September 30,
2014

December 31,
2013

$

$

$

3,738
1,447
1,054
306
86
6,631

$

4,774
1,273
220
355
129
6,751

9. Stock-Based Compensation
Total stock-based compensation expense recognized during the three and nine months ended September 30, 2014 and 2013 was comprised of the
following (in thousands):
Three Months Ended
September 30,
2014
2013

General and administrative
Research and development

$2,882
1,128
$4,010
11

$2,225
921
$3,146

Nine Months Ended
September 30,
2014
2013

$ 7,989
3,418
$11,407

$6,023
2,453
$8,476
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The fair value of each stock option award is estimated on the date of grant using the Black-Scholes option valuation model. The following weightedaverage assumptions were utilized for the calculations during each period:
Three Months Ended
September 30,
2014
2013

Expected life (in years)
Expected volatility
Risk-free interest rate
Expected dividend yield

5.6
107.3%
1.8%
—

6.2
92.7%
1.9%
—

Nine Months Ended
September 30,
2014
2013

5.6
107.3%
1.8%
—

6.0
92.7%
1.2%
—

10. Convertible debt
2.75% Convertible Senior Notes due 2020
In December 2013, the Company issued $115.0 million in aggregate principal amount of 2.75% convertible senior notes due 2020 (“2020 Notes”) in
an offering to qualified institutional buyers conducted in accordance with Rule 144A under the Securities Act of 1933, as amended. Debt issuance costs of
approximately $488,000 were primarily comprised of legal, accounting and other professional fees, the majority of which were recorded in other noncurrent
assets and are being amortized to interest expense over the seven-year term of the 2020 Notes.
On June 27, 2014, the Company’s stockholders approved a flexible conversion option that allows the Company to settle conversions of the 2020 Notes
through payment or delivery, as the case may be, of cash, shares of the Company’s common stock or a combination thereof, at the Company’s election. Prior
to this approval, the 2020 Notes could only be settled in shares of the Company’s common stock (together with cash in lieu of any fractional shares). The
conversion rate for the Notes will initially be 122.1225 shares per $1,000 principal amount, which is equivalent to an initial conversion price of
approximately $8.19 per share of common stock, and is subject to adjustment under the terms of the Notes.
The 2020 Notes will mature on December 1, 2020, unless earlier repurchased or converted in accordance with their terms prior to such date. Prior to the
close of business on the business day immediately preceding September 1, 2020, holders may convert all or a portion of their 2020 Notes only under the
following circumstances: (1) during any fiscal quarter commencing after March 31, 2014, if, for at least 20 trading days (whether or not consecutive) during
the 30 consecutive trading day period ending on the last trading day of the immediately preceding fiscal quarter, the last reported sale price of the
Company’s common stock on such trading day is greater than or equal to 130% of the applicable conversion price on such trading day; (2) during the five
consecutive business day period immediately following any ten consecutive trading day period (the “measurement period”) in which, for each trading day of
that measurement period, the trading price per $1,000 principal amount of notes for such trading day was less than 98% of the product of the last reported sale
price of the Company’s common stock on such trading day and the applicable conversion rate on such trading day, or (3) upon the occurrence of specified
corporate transactions. On and after September 1, 2020 until the close of business on the business day immediately preceding the maturity date, holders may
convert all or a portion of their 2020 Notes at any time, regardless of the foregoing circumstances. Holders of the Notes will have the right to require the
Company to repurchase all or some of their Notes at 100% of their principal amount, plus any accrued and unpaid interest, upon the occurrence of certain
events.
The Company pays 2.75% interest per annum on the principal amount of the 2020 Notes semi-annually in arrears in cash on June 1 and December 1 of
each year, beginning on June 1, 2014. If a designated event, as defined in the indenture for the 2020 Notes, including, but not limited to, a change in control,
certain mergers or liquidation, occurs prior to the maturity date, subject to certain limitations, holders of the Notes may require the Company to repurchase all
or a portion of their 2020 Notes for cash at a repurchase price equal to 100% of the principal amount of the 2020 Notes to be repurchased, plus any accrued
and unpaid interest to, but excluding, the repurchase date.
The Company accounts separately for the liability and equity components of the 2020 Notes in accordance with authoritative guidance for convertible
debt instruments that may be settled in cash upon conversion. The guidance requires the carrying amount of the liability component to be estimated by
measuring the fair value of a similar liability that does not have an associated conversion feature. Because the Company has no outstanding non-convertible
public debt, the Company determined that senior, unsecured corporate bonds traded on the market represent a similar liability to the 2020 Notes without the
conversion option. The Company estimated the implied interest rate of its 2020 Notes to be 8.69%, assuming no conversion option. Assumptions used in the
estimate represent what market participants would use in pricing the liability component, including market interest rates, credit standing, and yield curves, all
of which are defined as Level 2 observable inputs. The estimated implied interest rate was applied to the 2020 Notes, which resulted in a fair value of the
liability component of $79.7 million upon issuance, calculated as the present value of implied future payments based on the $115.0 million in aggregate
principal amount. The $31.3 million difference between the cash proceeds of $111.0 million and the estimated fair value of the liability component was
recorded in additional paid-in capital as the 2020 Notes were not considered redeemable.
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A summary of the liability and equity components of the 2020 Notes is as follows at September 30, 2014 and December 31, 2013 (in thousands):
September 30,
2014

December 31,
2013

Principal amount of senior convertible notes outstanding
Unamortized discount of liability component
Long term convertible debt

$ 115,000
(32,089)
$ 82,911

$ 115,000
(34,969)
$ 80,031

Remaining amortization period of discount on the liability component
Carrying value of equity component, net of issuance costs

$

6.3 years
31,178

7.0 years
$ 31,178

11. Commitments and Contingencies
Takeda Pharmaceutical Company Limited
In September 2010, the Company entered into a collaboration agreement with Takeda to develop and commercialize Contrave in the United States,
Canada and Mexico. Effective in September 2013, the Company and Takeda entered into an amendment to the collaboration agreement pursuant to which
Takeda assumed from the Company the responsibility to package Contrave for commercial sale in the United States, Canada and Mexico. Under the terms of
the collaboration agreement, the Company received a nonrefundable upfront cash payment of $50.0 million from Takeda and is eligible to receive additional
payments of over $1.0 billion upon achieving certain anniversary, regulatory/development and sales-based milestones, including $100.0 million that can be
achieved between the execution of the collaboration agreement and the first commercial sale of Contrave in the United States. The Company is also eligible
to receive tiered royalty payments ranging from a minimum of 20% to a maximum of 35%, subject to customary reductions, on increasing levels of net sales
in the United States, Canada and Mexico. In accordance with the Company’s continuing performance obligation of the collaboration, the upfront payment of
$50.0 million is being deferred and recognized over 14.5 years, the estimated term of the agreement. In September 2014, the Company and Takeda entered
into a non-binding term sheet to address certain amendments and revisions to the collaboration agreement. Discussions between the Company and Takeda
are ongoing and to date no definitive revised collaboration agreement has been executed by the parties.
In addition to the upfront payment, the Company earned milestones of $30.0 million from Takeda for the FDA approval of Contrave and for delivery of
launch supplies to Takeda in the three months ended September 30, 2014. At September 30, 2014, Accounts Receivable includes $30.0 million for these
Takeda milestones and an additional $2.0 million for reimbursement of certain manufacturing expenses.
For the three and nine months ended September 30, 2014 and 2013, the Company recognized revenues under this agreement of $30.9 million,
$857,000, $32.6 million and $1.7 million, respectively. At September 30, 2014, deferred revenue under this agreement totaled $36.0 million.
The Company has assessed milestones under the revised authoritative guidance for research and development milestones and determined that two
regulatory/development milestone payments, $20.0 million due to the Company upon regulatory approval in the United States and $10.0 million due to the
Company upon the delivery of launch supplies to Takeda, meet the definition of a milestone as: (1) they are events that can only be achieved in part on the
Company’s performance or upon the occurrence of a specific outcome resulting in the Company’s performance, (2) there was substantive uncertainty at the
date the agreement was entered into that the event will be achieved, and (3) they result in additional payments being due to the Company. These milestones
were achieved during the three months ended September 30, 2014. The third regulatory/development milestone payment, $70.0 million due to the Company
upon the first commercial sale in the United States, does not meet the definition of a milestone as Takeda is responsible for the commercialization of
Contrave. Sales-based milestone payments currently do not meet these criteria and will not be classified as milestones as their achievement is solely based on
the performance of Takeda. The Company has determined that the anniversary milestones do not meet the definition of a milestone as these payments are
contingent solely upon the passage of time. These payments will be included with the upfront payment as additional consideration paid under the agreement.
The Company will record revenue for the proportion of the payment that has been earned from the inception of the agreement to the date the payment is
earned. The remainder will be recorded over the remainder of the term of the agreement.
12. Litigation
In May 2013, the Company received a shareholder demand alleging that certain option grants to the Company’s President and Chief Executive Officer,
Michael A. Narachi, the Company’s Chief Business Officer and acting-Chief Financial Officer, Joseph P. Hagan, and the Company’s Senior Vice President,
General Counsel and Secretary, Heather D. Turner, in 2011 were granted in excess of the 1,500,000 share limit set forth in Section 3.3 of the 2007 Plan as to
the number of shares of the Company’s common stock with respect to which one or more stock awards may be granted to any one eligible participant during
any of the Company’s fiscal years. The Company refers to this limit as the 162(m) Award Limit. The Company’s board of directors established a demand
review committee composed of independent directors to conduct an investigation with
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respect to the shareholder demand and to make recommendations to the Company’s board of directors. The demand review committee engaged independent
counsel as part of its investigation and evaluated (1) the terms of the 2007 Plan, (2) the initial issuance procedures for the option grants to Mr. Narachi,
Mr. Hagan and Ms. Turner during 2011, (3) the authority available to the compensation committee of the Company’s board of directors under its charter and
the 2007 Plan, (4) the expectations of the award recipients and (5) the intent of the Company’s board of directors and the compensation committee regarding
the availability of an exemption from the deductibility limitations of Section 162(m) of the Internal Revenue Code for such option grants. Following its
investigation, the demand review committee determined that the 162(m) Award Limit first became effective as of September 2, 2011, and that, therefore,
awards granted under the 2007 Plan prior to September 2, 2011, did not count toward the 162(m) Award Limit. The demand review committee determined
that the awards granted to Mr. Hagan between September 2, 2011 and December 31, 2011 did not exceed the 162(m) Award Limit. The demand review
committee further determined that the options granted to Mr. Narachi and Ms. Turner, including the portion of such awards in excess of the 162(m) Award
Limit, were validly approved under the 2007 Plan, although the portion of those awards in excess of the 162(m) Award Limit does not qualify as
performance-based compensation under Section 162(m). In September 2013, the compensation committee amended the 2007 Plan, with the approval of the
Company’s board of directors, to take the following actions: (1) to clarify that the 162(m) Award Limit only applies to awards or the portion thereof intended
to qualify as performance-based compensation under Section 162(m); and (2) to confirm that the compensation committee has the authority to make awards
in excess of the 162(m) Award Limit, which the Company refers to as the Plan Amendment. The Plan Amendment is deemed effective as of September 10,
2011, consistent with the authority of the compensation committee as administrator of the 2007 Plan as of that date. Any grants under the 2007 Plan in excess
of the 162(m) Award Limit are not intended to qualify as performance-based compensation under Section 162(m).
On December 6, 2013, a plaintiff claiming to be a shareholder of the Company filed a derivative lawsuit purportedly on behalf of the Company against
certain of the Company’s officers and the members of the Company’s board of directors, in the Superior Court for the State of California, County of San
Diego, captioned Wilkin v. Narachi, et al. On December 9, 2013, the same shareholder who made a demand on the board in May 2013 filed a derivative
lawsuit purportedly on the Company’s behalf against certain of the Company’s officers and current and former members of the Company’s board of directors
in the United States District Court, for the Southern District of California, captioned Turgeman v. Narachi, et al. Both of the lawsuits assert claims for breach
of fiduciary duty, waste and unjust enrichment based on, among other things, the alleged grant of stock options to certain officers in excess of the 162(m)
Award Limit, repricing stock options allegedly in violation of the Company’s equity incentive plan, the board of directors’ conduct in responding to the May
2013 shareholder demand, and making allegedly false and misleading statements. Both of the lawsuits seek, among other things, declaratory relief, corporate
governance reforms, rescission of certain stock option awards, rescission of the Plan Amendment, injunctive relief, damages, restitution, disgorgement and
attorney’s fees. On July 23, 2014, the Company and the individual defendants filed a motion to dismiss the Turgeman complaint. The judge has not yet ruled
on the motion. We and the individual defendants filed a motion to dismiss the Wilkin complaint on August 13, 2014. On October 24, 2014, the judge granted
the motion to dismiss with leave to amend the complaint. The plaintiff’s deadline to file an amended complaint is November 19, 2014. Although the
Company’s management believes that the claims lack merit and intends to defend against them vigorously, there are uncertainties inherent in any litigation
and the Company cannot predict the outcome. However, the Company does not believe that the outcome would have a material adverse effect on the
Company.
It is possible that securities class action litigation may be brought against the Company following stock price declines related to the release of
information regarding the Company’s Contrave NDA or clinical trial results, including the Light Study or related to the matters alleged in the May 2013
shareholder demand and/or the Plan Amendment. Any adverse determination in such litigation could subject the Company to significant liabilities.
13. Income Taxes
The Company does not have a provision for income taxes for the three-month or nine-month periods ended September 30, 2014 and 2013 due to the
Company being in a full valuation allowance position.
14. Subsequent Event
In October 2014, the Company reported it had earned a $70.0 million milestone from Takeda for the shipment of Contrave to pharmacy wholesalers in
preparation for the commercial launch.
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ITEM 2.

MANAGEMENT’S DISCUSSION AND ANALYSIS OF FINANCIAL CONDITION AND RESULTS OF OPERATIONS

This report contains certain forward-looking statements within the meaning of Section 21E of the Securities Exchange Act of 1934, as amended, and
is subject to the Safe Harbor provisions created by that statute. Forward-looking statements are based on our management’s beliefs and assumptions and on
information currently available to our management. All statements other than statements of historical facts are “forward-looking statements” for purposes
of these provisions. Forward-looking statements can be identified by the use of forward-looking words such as “believes,” “expects,” “hopes,” “may,”
“will,” “plans,” “intends,” “indicates,” “suggests,” “assuming,” “designed,” “estimates,” “could,” “should,” “would,” “continue,” “seeks,” “aims,”
“projects,” “predicts,” “pro forma,” “anticipates,” “potential,” “probability” or other similar expressions that are intended to identify forward-looking
statements. These statements are based on our current beliefs and expectations.
These statements include but are not limited to statements regarding: the potential for Contrave® to achieve commercial success in the obesity
market; the benefit risk profile for Contrave; the potential for past Contrave clinical trials to predict the outcome of future Contrave clinical trials; our
plans to seek a commercialization partner in territories outside of North America; the potential to demonstrate the real world weight loss potential of
Contrave with a commercially available comprehensive lifestyle intervention program; the potential to enter into a collaborative partnership to fund Phase
III development and, if approved, commercialization of Empatic™; and the potential for the U.S. Food and Drug Administration, or FDA, to approve an
approve a New Drug Application, or NDA, for Empatic without requiring data from a cardiovascular outcomes trial in addition to the data obtained from
the Light Study. The inclusion of forward-looking statements should not be regarded as a representation by us that any of our plans will be achieved. Actual
results may differ materially from those expressed or implied in this report by the forward-looking statements due to the risk and uncertainties inherent in
our business, including the risks and uncertainties discussed below under Part II, Item 1A, “Risk Factors.”
Given these risks and uncertainties, we urge you not to place undue reliance on these forward-looking statements, which speak only as of the date of
this report. You should read this report completely and with the understanding that our actual future results may be materially different from what we
expect. The interim financial statements and this Management’s Discussion and Analysis of Financial Condition and Results of Operations should be read
in conjunction with the financial statements and notes thereto for the year ended December 31, 2013 and the related Management’s Discussion and
Analysis of Financial Condition and Results of Operations, both of which are contained in our Annual Report on Form 10-K for the year ended
December 31, 2013. We hereby qualify our forward-looking statements by these cautionary statements. Except as required by law, we undertake no
obligation to update publicly any forward-looking statements or to update the reasons actual results could differ materially from those anticipated in these
forward-looking statements, whether as a result of new information, future events, or for any other reason.
Overview
Background
We are a biopharmaceutical company focused on the development and commercialization of a pharmaceutical product and the development of a
product candidate for the treatment of obesity. Our product, Contrave® (formerly referred to as NB32), was approved by the FDA in September 2014. We
submitted an application for regulatory approval of Contrave in the European Union, with potential approval in 2014. Our product candidate, Empatic™, has
completed Phase II clinical trials. We have not yet sought or received regulatory approval in the United States or the European Union for Empatic, which will
require additional pivotal clinical trials prior to the submission of marketing applications. Both Contrave and Empatic are a combination of generic drug
components, each of which has already received regulatory approval for other indications and been commercialized in the United States and in a majority of
the member countries of the European Union.
On September 10, 2014, the FDA notified us that it had approved our NDA for Contrave extended-release tablets as an adjunct to a reduced-calorie diet
and increased physical activity for chronic weight management in adults with an initial body mass index of 30 kg/m2 or greater (obese), or 27 kg/m2 or
greater (overweight) in the presence of at least one weight-related comorbid condition. We and our collaboration partner, Takeda Pharmaceutical Company
Limited, or Takeda, are now focused on the commercialization of Contrave. Takeda commercially launched Contrave in October 2014. As part of the
approval of Contrave by the FDA, we and Takeda agreed to several post-marketing requirements, including studies to assess the safety and efficacy of
Contrave for weight management in obese pediatric patients. We are also required to conduct a new randomized double-blind, placebo-controlled study to
evaluate the effects of long-term treatment with Contrave on the incidence of major adverse cardiovascular, or CV, events in overweight and obese subjects
with CV disease or multiple CV risk factors, as well as a group of short-term trials including a thorough QT study, single-dose pharmacokinetic studies in
renal and hepatic impairment, and a drug-drug interaction study.
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In October 2013, we submitted a Marketing Authorization Application for Contrave to the European Medicines Agency, or EMA. This submission is
being reviewed by the EMA’s Committee for Medicinal Products for Human Use, or CHMP, for the first time. We received the Day 180 List of Outstanding
Issues, or Day 180 LOI, from the CHMP in July 2014 and submitted our written responses in September 2014. In October 2014, we received a second Day 180
LOI from the CHMP. We expect to submit our written responses to the second Day 180 LOI in November 2014 with the CHMP adopting a final opinion in
December 2014.
In December 2013, we issued $115.0 million in aggregate principal amount of 2.75% Convertible Senior Notes due 2020, or the 2020 Notes, in an
offering to qualified institutional buyers conducted in accordance with Rule 144A under the Securities Act of 1933, as amended. Net cash proceeds from the
issuance of the 2020 Notes were approximately $110.5 million, after deducting initial purchasers’ discounts and commissions and estimated offering
expenses payable by us.
Our primary activities since incorporation have been organizational activities, including recruiting personnel, conducting research and development,
including clinical trials, and raising capital. We have incurred significant net losses since our inception. As of September 30, 2014, we had an accumulated
deficit of $552.6 million. These losses have resulted principally from costs incurred in connection with research and development activities, primarily costs
of clinical trial activities associated with our current product candidates, and general and administrative expenses. We expect to continue to incur losses for
the next several years. Successful transition to attaining profitable operations is dependent upon achieving a level of revenues adequate to support our cost
structure, and until that time, we may need to continue to raise additional equity or debt financing.
Revenues
We generated approximately $30.9 million in revenue for the nine months ending September 30, 2014, resulting from the sublicensing of technology
and amounts earned under our collaboration agreement with Takeda Pharmaceutical Company Limited, or Takeda. In September 2010, we entered into a
collaboration agreement with Takeda to develop and commercialize Contrave in the United States, Canada and Mexico. Under the collaboration agreement,
we received an upfront, nonrefundable cash payment of $50.0 million from Takeda and this amount is being recognized ratably over the estimated life of the
agreement. In September 2014, we also recognized two regulatory/development milestones, consisting of $20.0 million due to us upon regulatory approval
in the United States and $10.0 million due to us upon the delivery of launch supplies to Takeda, which are reflected in Accounts Receivable as of
September 30, 2014. In October 2014, we earned a $70.0 million milestone from Takeda for the shipment of Contrave to pharmacy wholesalers in preparation
for the commercial launch.
Other than the amortization of the upfront payment of $50.0 million and regulatory/development milestones totaling $100.0 million from Takeda, our
ability to generate revenue in the near term will depend solely on the success of Takeda sales of Contrave in the U.S. Takeda commercially launched
Contrave in October 2014. We are eligible to receive tiered royalty payments ranging from a minimum of 20% to a maximum of 35%, subject to customary
reductions, on increasing levels of net sales of Contrave in the United States, Canada and Mexico. Given the early stage of commercialization, it is difficult to
predict the amount of future sales of Contrave or the related revenues we will generate. Future sales of Contrave will depend on, among other factors, the
availability and use of Contrave, Takeda’s ability to effectively launch, market and sell Contrave and coverage and reimbursement by third-party payors.
Research and Development Expenses
The majority of our operating expenses to date have been incurred in research and development activities. Our research and development expenses
consisted primarily of costs associated with clinical trials managed by our contract research organizations, or CROs, product development efforts, raw
materials, inventory, and manufacturing-related expenses. License fees, salaries and related employee benefits for certain personnel, and costs associated with
certain non-clinical activities such as regulatory expenses, are also included in this amount. Our most significant costs to date are expenses incurred in
connection with the clinical trials for Contrave and Empatic. The clinical trial expenses included payments to vendors such as CROs, investigators, suppliers
of clinical drug materials and related consultants. We charge all research and development expenses to operations as incurred because the underlying
technology associated with these expenditures relates to our research and development efforts and has no alternative future uses.
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Our internal research and development resources are not directly tied to any individual research project and are primarily deployed across our Contrave
and Empatic programs, both of which target the obesity market. We have developed Contrave in parallel with Empatic and, due to the fact that we use shared
resources across projects, we do not maintain information regarding our internal costs incurred for our research and development programs on a programspecific basis. We use external service providers to manage our clinical trials, to manufacture the product supplies used in these trials and for formulations
development, consulting and other activities.
The following table summarizes our research and development expenses for the three and nine months ended September 30, 2014 and 2013. Costs that
are not attributable to a specific research program are included in the “Other” category (in thousands):

Costs of external service providers:
Obesity
Other
Subtotal
Internal costs
Stock-based compensation
Total research and development expenses

Three Months Ended
September 30,

Nine Months Ended
September 30,

2014

2013

2014

2013

$ 7,102
76
7,178
2,413
1,128
$10,719

$ 9,762
82
9,844
2,262
921
$13,027

$32,981
261
33,242
7,786
3,418
$44,446

$31,882
248
32,130
6,693
2,453
$41,276

At this time, due to the risks inherent in the drug development process, we are unable to estimate with any certainty the costs we will incur for the postmarketing requirements of Contrave, any additional clinical trials required for potential approval of Contrave by the EMA and the continued development, if
any, of Empatic for potential commercialization. Specifically, we cannot quantify the development expenses associated with completion of the Light Study
for Contrave or the development of Empatic. Prior to its commencement, we anticipated that the costs to conduct the Light Study to the interim analysis
would be approximately $100.0 million. We believe the costs we have incurred to date and expect to incur in the future in connection with the conduct of the
Light Study are consistent with our original projection. Until we are able to finalize the protocol, we are unable to predict the cost of the new CV outcomes
trial that we and Takeda are responsible for conducting. With respect to Empatic, prior to initiating Phase III studies, we plan to seek a collaboration partner
to help fund Phase III clinical development of and, if approved, commercialization of this product candidate. However, we cannot forecast with any degree of
certainty whether such a collaboration arrangement will be secured, if at all, and to what degree such arrangement would affect our development plans and
capital requirements. As such, until we finalize any future development plans for Empatic, including based on additional feedback from the FDA and our
ability to secure a collaboration partner, we are not able to estimate the expenses required to further develop Empatic. Future development expenses will
depend on the timing of the Light Study, the new CV outcomes trial and any other additional clinical trials for Contrave, if any, our financial resources, our
ability to secure a collaboration partner for, as well as decisions made with respect to the development of, Empatic and ongoing assessments as to each
product candidate’s commercial potential. Clinical development timelines, the probability of success and development costs can differ materially from
expectations. The lengthy process of completing our clinical trials, including the Light Study, and seeking regulatory approval for our product candidates
requires the expenditure of substantial resources. Any failure by us or delay in completing our clinical trials, including the Light Study, or in obtaining
regulatory approvals, could cause a delay in the commencement of product revenues and cause our research and development expenses to increase and, in
turn, have a material adverse effect on our results of operations. Contrave became commercially available in the U.S. in October 2014. We do not expect
Empatic to be commercially available in any major market for at least several years, if at all.
General and Administrative
Our general and administrative expenses consist primarily of salaries and related costs for personnel in executive, finance, accounting and internal
support functions. In addition, general and administrative expenses include professional fees for legal, consulting and accounting services. We anticipate
general and administrative expenses to remain generally unchanged.
Interest and Other (Expense), Income net
Interest and Other (Expense), Income net, consists principally of interest expense incurred on the 2020 Notes, offset by income earned on marketable
securities.
Critical Accounting Policies and Estimates
Management’s discussion and analysis of our financial condition and results of operations are based upon our financial statements, which are prepared
in accordance with accounting principles that are generally accepted in the United States. The preparation of these financial statements requires us to make
estimates and judgments that affect the reported amounts of assets and liabilities, related disclosure of contingent assets and liabilities at the date of the
financial statements, and the reported
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amounts of revenues and expenses during the reporting period. We continually evaluate our estimates and judgments, the most critical of which are those
related to accounting for research and development expenses and stock-based compensation costs. We base our estimates and judgments on historical
experience and other factors that we believe to be reasonable under the circumstances. Materially different results can occur as circumstances change and
additional information becomes known.
There were no significant changes during the nine months ended September 30, 2014 to the items that we disclosed as our critical accounting policies
and estimates in Note 2 to our audited financial statements in our Annual Report on Form 10-K for the year ended December 31, 2013.
Results of Operations
Comparison of three months ended September 30, 2014 to three months ended September 30, 2013
Revenues. Revenues for each of the three months ended September 30, 2014 and 2013 were $30.9 million and $857,000, respectively, and represent
revenue recognized under our collaboration agreement with Takeda. The increase of approximately $30.0 million in 2014 was due primarily to recognition
of two regulatory/development milestones, consisting of $20.0 million payable upon regulatory approval of Contrave in the United States and $10.0 million
payable upon the delivery of Contrave launch supplies to Takeda.
Research and Development Expenses. Research and development expenses decreased to $10.7 million for the three months ended September 30, 2014
as compared to $13.0 million for the comparable period during 2013. This decrease of approximately $2.3 million was due primarily to a $2.8 million
decrease in expenses in connection with our Contrave CVOT, related proprietary product formulation work and consulting activities. These decreases were
partially offset by an increase in stock-based compensation expense of $207,000, an increase in pre-launch expenses for Contrave including raw materials,
inventory, and manufacturing-related expenses of $154,000, and an increase in salaries and personnel related costs of $105,000.
General and Administrative Expenses. General and administrative expenses increased to $7.1 million for the three months ended September 30, 2014
from $6.4 million for the comparable period during 2013. This increase of approximately $700,000 was due primarily to an increase in stock-based
compensation expense of $658,000.
Interest and Other Expense, net. Interest and other expense, net increased to $1.8 million in expense for the three months ended September 30, 2014
from $9,000 in other income for the comparable period during 2013. This increase was primarily due to $791,000 in interest accrued for the 2020 Notes and
$983,000 in amortization of the discount of the liability component of the 2020 Notes.
Comparison of nine months ended September 30, 2014 to nine months ended September 30, 2013
Revenues. Revenues for each of the nine months ended September 30, 2014 and 2013 were $32.6 million and $2.6 million, respectively, and represent
revenue recognized under our collaboration agreement with Takeda. The increase of approximately $30.0 million in 2014 was due primarily to recognition
of two regulatory/development milestones, consisting of $20.0 million payable upon regulatory approval of Contrave in the United States and $10.0 million
payable upon the delivery of Contrave launch supplies to Takeda.
Research and Development Expenses. Research and development expenses increased to $44.4 million for the nine months ended September 30, 2014
from $41.3 million for the comparable period during 2013. This increase of approximately $3.1 million was due primarily to an increase in pre-launch
expenses for Contrave including raw materials, inventory, and manufacturing-related expenses of $11.3 million, an increase in salaries and personnel related
costs of $1.1 million and an increase in stock-based compensation expense of $965,000. These increases were partially offset by a $10.3 million decrease in
expenses in connection with our Contrave CVOT, related proprietary product formulation work and consulting activities.
General and Administrative Expenses. General and administrative expenses increased to $21.0 million for the nine months ended September 30, 2014
from $17.5 million for the comparable period during 2013. This increase of approximately $3.5 million was due primarily to an increase in stock-based
compensation expense of $2.0 million, an increase in professional fees of $651,000, an increase in salaries and personnel related costs of $502,000 and an
increase in market research costs of $237,000.
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Interest and Other Expense, net. Interest and other expense, net increased to $5.2 million in expense for the nine months ended September 30, 2014
from $56,000 in other income for the comparable period during 2013. This increase in 2014 was primarily due to $2.4 million in interest accrued for the 2020
Notes and $2.9 million in amortization of the discount of the liability component of the 2020 Notes.
Liquidity and Capital Resources
Since inception, our operations have been financed primarily through the sale of equity and convertible debt securities, as well as payments received
from Takeda under our collaboration agreement. Through September 30, 2014, we received net proceeds of approximately $574.2 million from the sale of
shares of our preferred and common stock and 2020 Notes as follows:
•

from September 12, 2002 to December 31, 2006, we issued and sold a total of 1,053,572 shares of common stock for aggregate net proceeds of
$14,801;

•

in March 2004, we issued and sold a total of 9,322,035 shares of Series A redeemable convertible preferred stock for aggregate net proceeds of
$9.2 million and the conversion of promissory notes and interest thereon totaling $1.7 million;

•

from April 2005 to May 2005, we issued and sold 14,830,509 shares of Series B redeemable convertible preferred stock for aggregate net
proceeds of $34.9 million;

•

in November 2006, we issued and sold a total of 8,771,930 shares of Series C convertible preferred stock for aggregate net proceeds of $29.9
million;

•

in May 2007, we issued and sold a total of 8,050,000 shares of common stock for aggregate net proceeds of $87.9 million;

•

in January and February 2008, we issued and sold a total of 7,326,435 shares of common stock for aggregate net proceeds of $74.9 million;

•

in July 2009, we issued and sold a total of 11,500,000 shares of common stock for aggregate net proceeds of $81.6 million;

•

in December 2011, we issued and sold a total of 5,646,173 shares of common stock and common stock warrants to purchase up to 56,461,730
shares for aggregate net proceeds of $86.9 million; and

•

in October 2013, we issued and sold a total of 11,000,000 shares of common stock for aggregate net proceeds of $56.5 million.

•

in December 2013, we issued the 2020 Notes for aggregate net proceeds of $110.5 million.

As of September 30, 2014, we had $68.4 million in cash and cash equivalents and an additional $50.3 million in investment securities, available-forsale. As of September 30, 2014, our holdings primarily consisted of treasury-backed money market funds, treasuries and other instruments that are insured,
guaranteed or supported by the U.S. federal government. We maintain established guidelines relating to diversification and maturities of our investments to
preserve principal and maintain liquidity. In addition, in September and October 2014 we earned an additional $100.0 million upon the achievement of three
regulatory/development milestones.
Net cash used in operating activities was $59.3 million and $54.9 million for the nine months ended September 30, 2014 and 2013, respectively. Net
cash used in each of these periods was primarily a result of external research and development expenses, clinical trial costs, personnel-related costs, thirdparty supplier expenses and professional fees.
Net cash provided by investing activities was $27.8 million and $24.3 million for the nine months ended September 30, 2014 and 2013, respectively.
These amounts are primarily the result of the net purchases and maturities of investment securities.
Net cash provided by financing activities was $1.7 million and $979,000 for the nine months ended September 30, 2014 and 2013, respectively. The
net cash used in financing activities in 2014 and 2013 was a result of proceeds from the issuance of common stock due to exercises of stock options and
purchases under the employee stock purchase plan.
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We cannot be certain if, when or to what extent we will receive cash inflows from the commercialization of our product candidates beyond the
milestones related to Contrave. We will incur substantial additional development expenses to conduct the Light Study and the new CV outcomes trial for
Contrave and to develop Empatic. We initiated the Light Study in September 2012. Prior to its commencement, we anticipated that the costs to conduct the
Light Study to the interim analysis would be approximately $100.0 million. We believe the costs we have incurred to date and expect to incur in the future in
connection with the conduct of the Light Study are consistent with our original projection. Until we are able to finalize the protocol, we are unable to predict
the cost of the new CV outcomes trial that we and Takeda are responsible for conducting. Until we finalize any future development plans for Empatic,
including based on additional feedback from the FDA and our ability to secure a collaboration partner, we are not able to estimate the expenses required to
further develop Empatic.
We have entered into license agreements to acquire the rights to develop and commercialize Contrave and Empatic. Pursuant to these agreements, we
obtained exclusive and non-exclusive licenses to the patent rights and know-how for selected indications and territories. Under our license agreement with
Duke University, we issued 442,624 shares of our common stock in March 2004 and may be required to make future milestone payments totaling up to $1.7
million upon the achievement of various milestones related to regulatory or commercial events. Under our license agreement with Oregon Health & Science
University, we issued 76,315 shares of our common stock in December 2003 and paid an upfront fee of $65,000. Under these two agreements, we are also
obligated to pay royalties on any net sales of the applicable licensed products.
Our future capital uses and requirements depend on numerous factors. These factors include but are not limited to the following:
•

the successful commercialization of Contrave;

•

the rate of progress and cost of the Light Study, the new CVOT for Contrave and the scope and cost of the additional post-marketing
requirements for Contrave and clinical trials for Empatic, including expenses to support the trials and milestone payments that may become
payable, and the decisions we make with respect to the continued development of Empatic;

•

the terms and timing of any collaborative, licensing, co-promotion or other arrangements that we may establish with respect to Contrave or
Empatic;

•

the costs of establishing sales, marketing and distribution capabilities in order to commercialize Contrave should we elect to do so;

•

the costs involved in enforcing or defending patent claims or other intellectual property rights;

•

the costs and timing of regulatory approvals for Contrave and Empatic, if at all; and

•

the extent to which we in-license, acquire or invest in other indications, products, technologies and businesses.

Although it is difficult to predict future liquidity requirements, we believe that our existing cash and cash equivalents and investment securities,
available-for-sale, and anticipated product revenue will be sufficient to meet our projected operating requirements through the next 12 months.
Until we can generate significant cash from our operations, we expect to continue to fund our operations with existing cash resources, proceeds of
potential offerings of our equity securities, debt, potential milestone payments under our existing collaboration agreement, receivables or royalty financings
and potential future corporate collaborations and licensing arrangements. However, we cannot be sure that our existing cash and investment resources and
future product revenue will be adequate, that additional financing will be available when needed or that, if available, financing will be obtained on terms
favorable to us or our stockholders. Having insufficient funds may require us to delay, scale back or eliminate some or all of our development programs
and/or our pre-commercialization and commercialization activities, relinquish some or even all rights to product candidates or renegotiate less favorable
terms than we would otherwise choose. Failure to obtain adequate financing also may adversely affect our ability to operate as a going concern. If we raise
additional funds by issuing equity securities, substantial dilution to existing stockholders would likely result. Debt, receivables and royalty financings may
be coupled with an equity component, such as warrants to purchase stock, which could also result in dilution of our existing stockholders’ ownership. If we
raise additional funds through debt, receivables or royalty financings, the terms of such financings may involve significant cash payment obligations as well
as covenants and specific financial requirements that may restrict our ability to operate our business.
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Any turbulence in the U.S. and international markets and economies may adversely affect our ability to access the capital markets and obtain
additional financing on terms acceptable to us, or at all.
Off-Balance Sheet Arrangements
We have not engaged in any off-balance sheet activities as defined in Regulation S-K 303(a)(4)(ii).
ITEM 3.

QUANTITATIVE AND QUALITATIVE DISCLOSURES ABOUT MARKET RISK

There has been no material change in the our assessment of our sensitivity to market risk since the presentation set forth in Item 7A, “Quantitative and
Qualitative Disclosures About Market Risk,” in our Annual Report on Form 10-K for the year ended December 31, 2013.
ITEM 4.

CONTROLS AND PROCEDURES

Disclosure Controls and Procedures
We maintain disclosure controls and procedures that are designed to ensure that information required to be disclosed in our reports under the Securities
Exchange Act of 1934, as amended, or the Exchange Act, is recorded, processed, summarized and reported within the time periods specified in the Securities
and Exchange Commission’s rules and forms, and that such information is accumulated and communicated to our management, including our Chief
Executive Officer and Chief Financial Officer, as appropriate, to allow timely decisions regarding required disclosure. In designing and evaluating the
disclosure controls and procedures, management recognized that any controls and procedures, no matter how well designed and operated, can only provide
reasonable assurance of achieving the desired control objectives, and in reaching a reasonable level of assurance, management necessarily was required to
apply its judgment in evaluating the cost-benefit relationship of possible controls and procedures.
Under the supervision and with the participation of our management, including our Chief Executive Officer and our Chief Financial Officer, we carried
out an evaluation of the effectiveness of our disclosure controls and procedures (as such term is defined in Rules 13a — 15(e) and 15d — 15(e) under the
Exchange Act) as of September 30, 2014. Based on such evaluation, our management has concluded as of September 30, 2014, our disclosure controls and
procedures are effective.
Changes in Internal Control over Financial Reporting
There has been no change in our internal controls over financial reporting during our most recent fiscal quarter that has materially affected, or is
reasonably likely to materially affect, our internal controls over financial reporting.
PART II.
OTHER INFORMATION
ITEM 1.

LEGAL PROCEEDINGS

In May 2013, we received a shareholder demand alleging that certain option grants to our President and Chief Executive Officer, Michael A. Narachi,
our Chief Business Officer and acting-Chief Financial Officer, Joseph P. Hagan, and our Senior Vice President, General Counsel and Secretary, Heather D.
Turner, in 2011 were granted in excess of the 1,500,000 share limit set forth in Section 3.3 of the Orexigen Therapeutics, Inc. 2007 Equity Incentive Award
Plan, or Plan, as to the number of shares of our common stock with respect to which one or more stock awards may be granted to any one eligible participant
during any of our fiscal years. We refer to this limit as the 162(m) Award Limit. Our board of directors established a demand review committee composed of
independent directors to conduct an investigation with respect to the shareholder demand and to make recommendations to our board of directors. The
demand review committee engaged independent counsel as part of its investigation and evaluated (1) the terms of the Plan, (2) the initial issuance procedures
for the option grants to Mr. Narachi, Mr. Hagan and Ms. Turner during 2011, (3) the authority available to the compensation committee of our board of
directors under its charter and the Plan, (4) the expectations of the award recipients and (5) the intent of our board of directors and the compensation
committee regarding the availability of an exemption from the deductibility limitations of Section 162(m) of the Internal Revenue Code for such option
grants. Following its investigation, the demand review committee determined that the 162(m) Award Limit first became effective as of September 2, 2011,
and that, therefore, awards granted under the Plan prior to September 2, 2011, did not count toward the 162(m) Award Limit. The demand review committee
determined that the awards granted to Mr. Hagan between September 2, 2011 and December 31, 2011 did not exceed the 162(m) Award Limit. The demand
review committee further determined that the options granted to Mr. Narachi and Ms. Turner, including the portion of
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such awards in excess of the 162(m) Award Limit, were validly approved under the Plan, although the portion of those awards in excess of the 162(m) Award
Limit does not qualify as performance-based compensation under Section 162(m). In September 2013, the compensation committee amended the Plan, with
the approval of our board of directors, to take the following actions: (1) to clarify that the 162(m) Award Limit only applies to awards or the portion thereof
intended to qualify as performance-based compensation under Section 162(m); and (2) to confirm that the compensation committee has the authority to make
awards in excess of the 162(m) Award Limit, which board action we refer to as the Plan Amendment. The Plan Amendment is deemed effective as of
September 10, 2011, consistent with the authority of the compensation committee as administrator of the Plan as of that date. Any grants under the Plan in
excess of the 162(m) Award Limit are not intended to qualify as performance-based compensation under Section 162(m).
On December 6, 2013, a plaintiff claiming to be a shareholder of ours filed a derivative lawsuit purportedly on behalf of the Company against certain of
our officers and the members of our board of directors, in the Superior Court for the State of California, County of San Diego, captioned Wilkin v. Narachi, et
al. On December 9, 2013, the same shareholder who made a demand on the board in May 2013 filed a derivative lawsuit purportedly on our behalf against
certain of our officers and current and former members of our board of directors in the United States District Court, for the Southern District of California,
captioned Turgeman v. Narachi, et al. Both of the lawsuits assert claims for breach of fiduciary duty, waste and unjust enrichment based on, among other
things, the alleged grant of stock options to certain officers in excess of the 162(m) Award Limit, repricing stock options allegedly in violation of our equity
incentive plan, the board of directors’ conduct in responding to the May 2013 shareholder demand, and making allegedly false and misleading statements.
Both of the lawsuits seek, among other things, declaratory relief, corporate governance reforms, rescission of certain stock option awards, rescission of the
Plan Amendment, injunctive relief, damages, restitution, disgorgement and attorney’s fees. On July 23, 2014, we and the individual defendants filed a motion
to dismiss the Turgeman complaint. The judge has not yet ruled on the motion. We and the individual defendants filed a motion to dismiss the Wilkin
complaint on August 13, 2014. On October 24, 2014, the judge granted the motion to dismiss with leave to amend the complaint. The plaintiff’s deadline to
file an amended complaint is November 19, 2014. The current deadline to file a response to the Wilkin complaint is August 13, 2014. Although management
believes that the claims lack merit and intends to defend against them vigorously, there are uncertainties inherent in any litigation and we cannot predict the
outcome.
It is possible that securities class action litigation may be brought against us following stock price declines related to the release of information
regarding our Contrave NDA or clinical trial results, including the Light Study or related to the matters alleged in the May 2013 shareholder demand and/or
the Plan Amendment. Any adverse determination in such litigation could subject us to significant liabilities.
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Item 1A.
Risk Factors.
You should carefully consider the following risk factors, as well as the other information in this report, before deciding whether to purchase, hold or
sell shares of our common stock. The occurrence of any of the following risks could harm our business, financial condition, results of operations and/or
growth prospects or cause our actual results to differ materially from those contained in forward-looking statements we have made in this report and those
we may make from time to time. You should consider all of the factors described when evaluating our business.
We have marked with an asterisk (*) those risk factors that reflect substantive changes from the risk factors included in our previously filed Annual
Report on Form 10-K for the year ended December 31, 2013.
Risks Related to Our Business and Industry
Our near-term success is dependent solely on the success of our recently approved product, Contrave® (naltrexone HCI and bupropion HCI) extendedrelease tablets. *
To date the majority of our resources have been focused on the research and development of Contrave (previously also referred to as NB32) and
Empatic™ (zonisamide/bupropion, each in a sustained release, or SR, formulation). On September 10, 2014, the U.S. Food and Drug Administration, or the
FDA, notified us that it had approved our New Drug Application, or NDA, for Contrave extended-release tablets as an adjunct to a reduced-calorie diet and
increased physical activity for chronic weight management in adults with an initial body mass index of 30 kg/m2 or greater (obese), or 27 kg/m2 or greater
(overweight) in the presence of at least one weight-related comorbid condition. We and our collaboration partner, Takeda Pharmaceutical Company Limited,
or Takeda, are now focused on the commercialization of Contrave. Takeda commercially launched Contrave in October 2014. Our ability to generate revenue
in the near term will depend solely on the commercial success of Contrave. Accordingly, any failure or significant delay in the commercialization of
Contrave will have a material and adverse impact on our business.
We are dependent on our collaboration with Takeda to commercialize Contrave in the United States, Canada and Mexico, and to further develop
Contrave. This collaboration may place the commercialization and the development outside our control, and poor performance under or failure to
maintain the collaboration agreement between us and Takeda could have a material and adverse impact on our business.*
In September 2010, we entered into a collaboration agreement with Takeda for the development and commercialization of Contrave in the
United States, Canada and Mexico. Under the collaboration agreement as amended, Takeda is also responsible for the packaging of Contrave for commercial
sale. We cannot be certain that our collaboration with Takeda will continue. Both we and Takeda have the right to terminate the collaboration agreement, in
certain circumstances, prior to its expiration, including a right by Takeda to terminate the agreement upon specified prior written notice. If the agreement is
terminated prior to its expiration, we may not be able to find another collaborator for the commercialization and further development of Contrave, and even if
we elected to pursue commercialization and further development of Contrave on our own, we might not be able to do so successfully and would experience
substantially increased capital requirements that we might not be able to fund.
Our dependence on Takeda and the collaboration agreement will subject us to a number of risks, including:
•

Takeda may not perform as expected and we may not be able to control the amount and timing of resources that Takeda may devote to
commercialization, commercial packaging, development of Contrave in Mexico or Canada, or the post-approval development of
Contrave in the United States;

•

we and Takeda could disagree as to post-approval development plans including lifecycle plans for Contrave which may result in Takeda
not funding such activity; and Takeda may delay clinical trials or stop a clinical trial;
23

Table of Contents

•

there may be disputes between us and Takeda, including disagreements regarding the collaboration agreement, that may result in (a) the
delay of (or prevent entirely) the achievement of regulatory and commercial objectives that would result in milestone payments, (b) the
delay or termination of the commercialization, commercial packaging or development of Contrave, and/or (c) costly litigation or
arbitration that diverts our management’s attention and resources;

•

the ongoing discussions between us and Takeda may not result in an executed amended and restated collaboration agreement with
Takeda and if an amended and restated agreement is executed that agreement may not reflect the non-binding term sheet, in whole or in
part, that the parties entered into in September 2014;

•

Takeda may not comply with applicable regulatory guidelines (including the post-marketing requirements and the CVOT) with respect
to the commercialization, commercial packaging or development of Contrave, which could adversely impact the sales of Contrave and
could result in administrative or judicially imposed sanctions, including warning letters, civil and criminal penalties, injunctions,
product seizures or detention, product recalls, total or partial suspension of production and refusal to approve any new drug applications;

•

Takeda may not provide us with timely and accurate information regarding sales activities and supply forecasts, which could adversely
impact our ability to comply with our manufacturing and supply obligations under the collaboration agreement and our and Takeda’s
ability to commercialize Contrave;

•

Takeda may experience financial difficulties;

•

business combinations or significant changes in Takeda’s business strategy may also adversely affect Takeda’s ability to perform its
obligations under our collaboration agreement;

•

Takeda may not properly maintain or defend our intellectual property rights or may use our proprietary information in such a way as to
invite litigation that could jeopardize or invalidate our proprietary information or expose us to potential litigation; and

•

notwithstanding the non-competition requirements in the collaboration agreement, Takeda could independently move forward with a
competing product candidate developed either independently or in collaboration with others, including our competitors.

Any failure of Takeda to adequately perform its obligations under our collaboration agreement or the termination of such agreement could have
a material and adverse impact on our business.
If Contrave or any additional product candidate for which we receive regulatory approval does not achieve broad market acceptance, the revenues,
including any milestone or royalty payments we may be eligible to receive under our collaboration agreement with Takeda, that we generate from their
sales will be limited.*
The commercial success of our recently launched product, Contrave, or any other product candidates for which we obtain marketing approval
from the FDA or other regulatory authorities will depend upon the acceptance of these products by both the medical community and patient population.
Coverage and reimbursement of our product candidates by third-party payors, including government payors, generally is also necessary for optimal
commercial success. The degree of market acceptance of any of our approved products will depend on a number of factors, including:
•

our ability to provide acceptable evidence of safety and efficacy;

•

the timing of market introduction of our products as well as competitive products;
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•

the relative convenience and ease of administration;

•

the prevalence and severity of any adverse side effects;

•

limitations or warnings contained in a product’s FDA-approved labeling, including, the “black box” warning(s) and pregnancy
precautions associated with the active pharmaceutical ingredients, or APIs, in Contrave and Empatic and included in Contrave’s product
label;

•

availability of alternative treatments and the potential or perceived advantages or disadvantages of such treatments, including, in the
case of Contrave and/or Empatic, a number of competitive products approved for the treatment of weight loss or expected to be
commercially launched in the near future;

•

pricing and cost effectiveness;

•

our Risk Evaluation and Mitigation Strategy, or REMS, if any are imposed;

•

the effectiveness of our, or our current or any future collaborators’ sales and marketing strategies;

•

our and our current or any future collaborative partner’s ability to obtain sufficient third-party coverage or reimbursement; and

•

the willingness of patients to pay out of pocket in the absence of third-party coverage.

If Contrave or any additional product candidate for which we receive regulatory approval does not achieve an adequate level of acceptance by
physicians, health care payors and patients, we may not generate sufficient revenue from these products, and we may not become or remain profitable. In
addition, our and our current and any future collaborative partner’s efforts to educate the medical community and third-party payors on the benefits of our
product and product candidate may require significant resources and may never be successful.
Even though Contrave received regulatory approval from the FDA, it will still be subject to ongoing and continued regulatory review and post-marketing
requirements, which may result in significant expense and limit our ability to commercialize this product. Any issues related to the post-marketing
requirements or delays in conducting the post-marketing required studies could have an adverse impact on our ability to achieve market acceptance of or
continue marketing Contrave in the United States.*
Even though U.S. regulatory approval has been obtained for Contrave, the FDA has imposed restrictions on its indicated uses and marketing and
imposed ongoing requirements for post-marketing studies and other activities. For example, the approved use of Contrave is limited as an adjunct to a
reduced-calorie diet and increased physical activity for chronic weight management in adults with an initial body mass index of 30 kg/m2 or greater (obese),
or 27 kg/m2 or greater (overweight) in the presence of at least one weight-related comorbid condition. The label also contains a “boxed” warning regarding
the potential for suicidal thoughts and behaviors and neuropsychiatric reactions as a side effect of the drug. We are also required to conduct a number of postmarketing studies. We are required to conduct a series of studies in obese pediatric patients to evaluate the safety and efficacy of Contrave for weight
management in pediatric populations. We are also required to perform a group of short-term trials, including a thorough QT study, single-dose
pharmacokinetic studies in renal and hepatic impairment, and a drug-drug interaction study. Finally, we will need to conduct a new placebo-controlled
cardiovascular outcomes trial, or CVOT, with a pre-specified goal to exclude a hazard ratio of 1.4, with the upper bound of the 95% confidence interval. A
new trial design for the CVOT needs to be worked out among us, Takeda and the FDA, and we have committed to have a final protocol complete by April
2015 and final study results by January 2022. We expect to pay a substantial portion of the CVOT. Any issues relating to these restrictions or post-marketing
requirements (including a delay in conducting the post-marketing required studies) could have an adverse impact on our ability to achieve market
acceptance of or continue marketing Contrave in the United States and for us to generate revenue from its sale in the United States. To the extent that
Contrave or any other product candidate is approved for sale in other countries, we may be subject to similar restrictions and requirements imposed by laws
and government regulators in those countries.
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In addition, even if U.S. regulatory approval is obtained for our other product candidate, Empatic, the FDA may still impose significant
restrictions on its indicated uses or marketing or impose ongoing requirements for potentially costly post-approval studies. For example, the label ultimately
approved for Empatic, if any, may include restrictions on use, including restrictions based on pregnancy status, level of obesity and duration of treatment or a
“boxed” warning consistent with for the label for Contrave or the labels of certain antidepressants, anticonvulsants, products for smoking cessation,
naltrexone or other drugs. We are also unable to predict whether the FDA may require a CVOT for Empatic or if the FDA will request additional post-market
clinical trials, if Empatic is approved. We may not have the resources to conduct such additional clinical trials, if required, and our ability to comply with the
FDA requirements may be negatively impacted.
Our approved product and product candidate, if approved, will also be subject to ongoing FDA requirements governing the manufacturing,
labeling, packaging, storage, advertising, promotion, recordkeeping and submission of safety and other post-market information. These requirements include
submissions of safety and other post-marketing information and reports, registration, as well as continued compliance with current good manufacturing
practice, or cGMP, regulations and good clinical practice, or GCP, requirements for any clinical trials that we conduct post-approval.
Approved products, manufacturers and manufacturers’ facilities are subject to continual review and periodic inspections. Later discovery of
previously unknown problems with a product, such as adverse events of unanticipated severity or frequency, problems with the facility where the product is
manufactured, or failure to comply with regulatory requirements, may result in, among other things, restrictions on that product or on us or a collaborative
partner, including:
•

withdrawal of the product from the market or voluntary or mandatory product recalls

•

warning letters or untitled letters;

•

civil or criminal penalties, including fines;

•

withdrawal of regulatory approval;

•

suspension of any ongoing clinical trials;

•

refusal by the FDA to approve pending applications or supplements to approved applications filed by us, or suspension or revocation of
product approvals;

•

restrictions on operations, including restrictions on the marketing or manufacturing of the product or the imposition of costly new
manufacturing requirements; or

•

seizure or detention, or refusal to permit the import or export of products.

In addition, the FDA’s policies may change and additional government regulations may be enacted that could impact the marketing of Contrave,
or prevent, limit, or delay regulatory approval of our product candidates. If we are slow or unable to adapt to changes in existing requirements or the adoption
of new requirements or policies, or if we are not able to maintain regulatory compliance, we may lose any marketing approval that we may have obtained,
which would adversely affect our business, prospects and ability to achieve or sustain profitability.
We expect intense competition in the obesity marketplace for Contrave and, if approved, Empatic, and new products may emerge that provide different or
better therapeutic alternatives for obesity and weight loss.*
Contrave competes and Empatic, if approved and commercialized, will compete with well-established prescription drugs for the treatment of
obesity, including Xenical ® (orlistat), marketed by Genentech, Inc. Orlistat has also been launched by GlaxoSmithKline in over-the-counter form under the
brand name allí ® , which represents additional competition and potential negative pricing pressure. Orlistat is marketed by a pharmaceutical company with
substantially greater resources than we have. In addition, a number of generic pharmaceutical products are prescribed for obesity, including phentermine,
phendimetrazine, benzphetamine and diethylpropion. Some of these generic drugs, and others, are prescribed in combinations that have shown anecdotal
evidence of efficacy. These products are sold at much lower prices than Contrave. The availability of a large number of branded prescription products,
including drugs that are prescribed off-label, generic products and over-the-counter products could limit the demand for, and the price we or our collaborative
partner are able to charge for Contrave and any future products. Vivus, Inc. commercially launched its combination product, phentermine/topiramate, in the
United States under the name Qsymia in September 2012. Eisai Inc., the collaboration partner of Arena Pharmaceuticals, Inc., or Arena, commercially
launched locaserin in the United States under the name Belviq in June 2013. Vivus, Arena and Eisai may already have built a
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significant competitive advantage as we and our collaborative partner begin to market Contrave and may build a significant competitive advantage prior to
the time we or any future collaborative partner are able to market Empatic, if approved. The Prescription Drug User Fee Act date for Novo Nordisk’s drug
candidate was October 20, 2014. These products represent additional competition and potential negative pricing pressure with respect to Contrave and, if
approved, Empatic. Further, if safety concerns about these products’ use arise after their launch, such concerns may materially and adversely affect the
commercialization of Contrave and the labeling and/or our ability to gain approval of any NDA we submit for Empatic.
Currently, there are a number of drug products in development for obesity which could become competitors against our product and product
candidate. These include products being developed by AstraZeneca, Athersys, Inc., Bristol-Myers Squibb, Norgine BV, Novo Nordisk A/S, Roche, and
Zafgen, Inc.
There are also surgical approaches to treat severe obesity that are becoming increasingly accepted and could become competitors against our
product and product candidate. Two of the most well established surgical procedures are gastric bypass surgery and adjustable gastric banding. In addition,
other potential approaches which utilize various implantable devices or surgical tools are in development, including an endoscopic approach for treating
obesity. Some of these approaches are in late stage development and may be approved for marketing. Companies such as Allergan, Inc., Boston Scientific,
Covidien Ltd., EnteroMedics, Inc., GI Dynamics, Inc., Johnson & Johnson, Medtronic, Inc. and Obalon Therapeutics, Inc. are all active in this space and may
have substantially greater resources than we have.
New developments, including the development of other drug technologies and methods of preventing the incidence of disease, occur in the
nutritional, pharmaceutical and medical technology industries at a rapid pace. These developments may render our product and product candidate less
competitive. Some of our potential competitors are large pharmaceutical or device firms and have substantially greater resources than we have. These
resources could be directed toward the obesity market and include:
•

research and development resources, including personnel and technology;

•

regulatory experience;

•

drug development and clinical trial experience;

•

experience and expertise in exploitation of intellectual property rights; and

•

capital resources.

As a result of these factors, our competitors may more rapidly develop products than we did or may do in the future or may obtain patent
protection or other intellectual property rights that limit our ability to develop or commercialize our product and product candidate. Our competitors may
also develop drugs or surgical approaches that are more effective, more useful and less costly than ours and may also be more successful in manufacturing and
marketing their products. In addition, our competitors may be more effective in commercializing their products. We currently outsource our manufacturing
and therefore rely on third parties for that competitive expertise. There can be no assurance that we will be able to develop or contract for these capabilities
on acceptable economic terms, or at all. In addition, should Empatic be approved to treat obesity, Contrave and Empatic may compete with one another.
While we intend to direct each product to specific segments of the obesity marketplace, the FDA does not distinguish between these types of obesity and our
label for Contrave and any potential label for Empatic, if approved, would both be expected to refer to obesity generally. There is no guarantee that we and
our current and any future collaborative partner will be successful in marketing Contrave and, if approved, Empatic to their respective target markets or
minimizing competition between them.
We and our current and any future collaborative partner are subject to uncertainty relating to reimbursement policies which, if not favorable to our
product and product candidate, could hinder or prevent our product’s and product candidate’s commercial success.*
Our ability and our current and any future collaborative partner’s ability to commercialize our approved product and product candidate
successfully will depend in part on the extent to which governmental authorities, private health insurers and other third-party payors establish appropriate
coverage and reimbursement levels for our product and product candidate and related treatments. As a threshold for coverage and reimbursement, third-party
payors generally require that drug products have been approved for marketing by the FDA. Third-party payors also are increasingly challenging the
effectiveness of and prices charged for medical products and services. We cannot provide any assurances that we or such collaborative partner will be able to
obtain third-party coverage or reimbursement for our product and product candidate in whole or in part.
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The obesity therapy market, in particular, continues to be marked by limited coverage and reimbursement from health insurers and other payors,
who have historically viewed obesity as a lifestyle issue. For example, state Medicaid programs, administered by individual states for qualifying low-income
individuals, are permitted to exclude coverage for weight loss drugs. In addition, weight loss drugs are excluded from coverage under the Medicare Part D
prescription drug program for eligible seniors and disabled individuals. Medicare is a federal governmental third-party payor whose policies often are
emulated or adopted by other payors. Although the Centers for Medicare & Medicaid Services, or CMS, which administers the Medicare program, has
removed longstanding policy language that obesity itself cannot be considered an illness, the agency interprets the Part D exclusion of weight loss drugs as
applying to novel obesity therapies. However, CMS has since issued a national policy covering bariatric surgery for co-morbid conditions associated with
obesity, and extended coverage under the Medicare program for intensive behavioral therapy for beneficiaries with obesity. The benefit provides for
screening for obesity and counseling for eligible beneficiaries by primary care providers in physician’s offices. Although third-party payors’ willingness to
cover and reimburse obesity-related products and services appear to be changing, as exemplified by Medicare changes, we may continue to face a poor
coverage and reimbursement environment.
Currently, our competitors’ drug products have limited third-party payor coverage. This means that individuals prescribed such drug products
often either have significant out-of-pocket costs or pay for the products entirely by themselves. If our product and product candidate do not receive adequate
coverage or reimbursement, the market acceptance and commercial success of our products may be limited.
Our failure to successfully acquire, develop and market additional product candidates or approved products would impair our ability to grow. *
As part of our corporate strategy, we may acquire, in-license, develop and/or market additional products and product candidates. Because our
internal research capabilities are limited, we may be dependent upon pharmaceutical and biotechnology companies, academic scientists and other researchers
to sell or license products or technology to us. The success of this strategy depends partly upon our ability to identify, select and acquire promising
pharmaceutical product candidates and products.
The process of proposing, negotiating and implementing a license or acquisition of a product candidate or approved product is lengthy and
complex. Other companies, including some with substantially greater financial, marketing and sales resources, may compete with us for the license or
acquisition of product candidates and approved products. We have limited resources to identify and execute the acquisition or in-licensing of third-party
products, businesses and technologies and integrate them into our current infrastructure. Moreover, we may devote resources to potential acquisitions or inlicensing opportunities that are never completed, or we may fail to realize the anticipated benefits of such efforts. We may not be able to acquire the rights to
additional product candidates on terms that we find acceptable, or at all.
In addition, future acquisitions may entail numerous operational and financial risks, including:
•

exposure to unknown liabilities;

•

disruption of our business and diversion of our management’s time and attention to develop acquired products or technologies;

•

incurrence of substantial debt or dilutive issuances of securities to pay for acquisitions;

•

higher than expected acquisition and integration costs;

•

increased amortization expenses;

•

difficulty and cost in combining the operations and personnel of any acquired businesses with our operations and personnel;

•

impairment of relationships with key suppliers or customers of any acquired businesses due to changes in management and ownership;
and

•

inability to retain key employees of any acquired businesses.
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Further, any product candidate that we acquire may require additional development efforts prior to commercial sale, including extensive clinical
testing and approval by the FDA and applicable foreign regulatory authorities. All product candidates are prone to risks of failure typical of pharmaceutical
product development, including the possibility that a product candidate will not be shown to be sufficiently safe and effective for approval by regulatory
authorities. In addition, we cannot provide assurance that any products that we develop or approved products that we may acquire will be commercialized
profitably or achieve market acceptance.
Our clinical trials, including the CVOT and other post-marketing required studies, may fail to demonstrate acceptable levels of safety or efficacy of
Contrave and Empatic, which could prevent or significantly delay Contrave’s regulatory approval in countries outside the United States and may
adversely impact our ability to maintain regulatory approval in the United States and could prevent or significantly delay Empatic’s or any future product
candidate’s regulatory approval. *
Contrave and Empatic are prone to the risks of failure inherent in drug development, even following approval from the FDA. Even though U.S. regulatory
approval has been obtained for Contrave, the FDA has imposed ongoing requirements for post-marketing studies. We are required to conduct a number of
post-marketing studies, including a series of studies in obese pediatric patients to evaluate the safety and efficacy of Contrave for weight management in
pediatric populations, a group of short-term trials, including a thorough QT study, single-dose pharmacokinetic studies in renal and hepatic impairment, and
a drug-drug interaction study. Finally, we will need to conduct a new CVOT with a pre-specified goal to exclude a hazard ratio of 1.4, with the upper bound
of the 95% confidence interval. A new trial design for the CVOT needs to be worked out among us, Takeda and the FDA, and we have committed to have a
final protocol complete by April 2015 and final study results by January 2022. Any issues relating to these post-marketing requirements (including a delay in
conducting the post-marketing required studies and issues relating to the safety or efficacy of Contrave) could have an adverse impact on our ability to
receive regulatory approval outside the United States, achieve market acceptance of or continue marketing Contrave in the United States and for us to
generate revenue from its sale in the United States. To the extent that Contrave or any other product candidate is approved for sale in other countries, we may
be subject to similar restrictions and requirements imposed by laws and government regulators in those countries.
Before obtaining regulatory approvals for the commercial sale of Empatic or any other product candidate for a target indication, we must
demonstrate with substantial evidence gathered in adequate and well-controlled clinical trials, and, with respect to approval in the United States, to the
satisfaction of the FDA and, with respect to approval in other countries, similar regulatory authorities in those countries, that the product candidate is safe and
effective for use for that target indication.
With respect to Empatic, in September 2009, we announced the results of our latest Phase IIb clinical trial which we believe established that the
combination of Empatic’s components is more effective than the individual components. It is not clear what magnitude of superiority the FDA will require
Empatic to demonstrate versus the most active individual component in order to agree that Phase III clinical trials may be conducted against placebo only. In
addition, Empatic contains bupropion, the same active ingredient that gave rise to the FDA’s concerns regarding the cardiovascular safety profile of
Contrave, which depending on the result of the NDA for Contrave and any additional studies we conduct for it, as well as the FDA’s interpretation of the
input received from the March 2012 EMDAC meeting, may adversely affect the development of Empatic. In our discussions with the FDA on the continued
development of Empatic, the FDA stated that Phase III data for Empatic may be sufficient to support submission of an NDA without data from a
cardiovascular outcomes trial. The FDA indicated that as long as the placebo-subtracted changes in body weight, blood pressure and heart rate for Empatic
are similar to or more favorable than the placebo-subtracted changes observed with Contrave, and there are no signals of cardiovascular concern in the
Empatic development program, reassuring results of a cardiovascular outcomes trial with Contrave will be sufficient. In addition, while the FDA reiterated its
belief that the preclinical teratogenicity data for zonisamide and the pregnancy outcome data with Empatic from the Phase II clinical trials are very
concerning, it will allow Phase III studies of Empatic to include women of childbearing potential with a body mass index, or BMI, >27kg/m 2 in the presence
of at least one weight-related comorbidity such as hypertension, type 2 diabetes mellitus or dyslipidemia and a BMI >30 kg/m 2 without additional
restrictions if appropriate safety measures and adequate informed consent are provided. The FDA noted that similar safety measures and understanding of risk
in the Phase III trials may need to be applied in the intended marketed population if Empatic is approved. The FDA added that additional worrisome
pregnancy outcome data in the Empatic trials may have an impact on approvability, labeling or REMS. However, we can provide no assurance that such
guidance by the FDA related to Empatic will not change prior to or during any continued development of Empatic.
In addition, we may need to complete additional preclinical testing of Empatic and any other product candidates to evaluate safety and toxicity
and the FDA may require us to conduct additional clinical trials. The results from the preclinical and clinical trials that we have completed for Contrave and
Empatic may not be replicated in future trials, or we may be unable to demonstrate sufficient safety and efficacy to obtain the requisite regulatory approvals
for Empatic or Contrave (outside the United States) and maintain approval for Contrave in the United States. A number of companies in the biotechnology
and
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pharmaceutical industries have suffered significant setbacks in advanced clinical trials, including post-marketing clinical trials, even after promising results
in earlier trials. If Contrave and Empatic are not shown to be safe and effective in clinical trials, our clinical development programs could be delayed or
terminated. Any delays could also result in the need for additional financing, and our failure to adequately demonstrate the efficacy and safety of Contrave or
Empatic or any other product candidates that we may develop, in-license or acquire would prevent receipt or maintenance of regulatory approval and,
ultimately, the commercialization of that product candidate.
Empatic is subject to extensive regulation, and we cannot give any assurance that it or any future product candidates will receive regulatory approval or
be successfully commercialized. *
The research, testing, manufacturing, labeling, approval, sale, marketing and distribution of drug products are subject to extensive regulation by
the FDA and other regulatory authorities in the United States and other countries, whose regulations differ from country to country. Our product candidate,
Empatic, has been evaluated in Phase II clinical trials and it will need to successfully complete two or more pivotal trials, as well as potential additional nonpivotal clinical trials we may be required to conduct based on feedback we may receive from the FDA. We are not permitted to market Empatic in the United
States until we receive approval of an NDA from the FDA or in any foreign countries until we receive the requisite approval from the regulatory authorities of
such countries.
The FDA has substantial discretion in the drug approval process, including the ability to delay, limit or deny approval of a product candidate for
many reasons. For example:
•

the FDA may not deem a product candidate safe and effective;

•

the FDA may not find the data from preclinical studies and clinical trials sufficient to support approval;

•

the FDA may not agree with our interpretation and characterization of efficacy and safety data from our clinical trials;

•

the FDA may require additional preclinical or clinical studies;

•

the FDA may not approve of our third-party manufacturers’ processes and facilities;

•

the FDA may not approve of the formulation and/or the specifications of a product candidate;

•

the FDA may not agree with our proposed labeling; or

•

the FDA may change its approval policies, adopt new regulations or provide new guidance.

In addition, the FDA issued draft guidance on developing products for weight management in February 2007. The draft guidance provides
recommendations on the design of studies evaluating the efficacy and safety of products intended to treat obesity. It also provides guidance on the general
efficacy benchmarks required in pivotal trials for comparison against placebo. The FDA is not required to follow the draft guidance and can change this
guidance or create other requirements that could have the effect of preventing or delaying approval. For example, the FDA held an advisory committee in late
March 2012 to discuss cardiovascular safety assessment of obesity drugs. In that meeting, the Endrocrinologic and Metabolic Drugs Advisory Committee, or
EMDAC, voted 17 to 6 that obesity drugs without a theoretic risk or signal for cardiovascular harm should be required to rule out a certain degree of excess
cardiovascular risk with a cardiovascular outcomes trial or any appropriately sized meta-analysis of Phase II and Phase III major adverse cardiovascular
events, or MACE, data. We can provide no assurance that the FDA’s Division of Metabolism and Endocrinology Products interpretation of the input received
from the March 2012 EMDAC meeting will not result in changes to the issued guidance regarding the development of obesity compounds, the design of our
post-marketing CVOT for Contrave or any future clinical trials for Empatic.
Similar to the process for Contrave, obtaining approval of an NDA for Empatic will be a lengthy, expensive, complex and uncertain process that
will require the expenditure of substantial resources. In addition, Empatic contains bupropion, the same active ingredient that gave rise to the FDA’s concerns
regarding the cardiovascular safety profile of Contrave, which depending on the result of any additional studies we conduct for it, may adversely affect the
development and regulatory approval prospects of Empatic.
30

Table of Contents

In our discussions with the FDA on the continued development of Empatic, the FDA stated that Phase III data for Empatic may be sufficient to
support submission of an NDA without data from a cardiovascular outcomes trial. The FDA indicated that as long as the placebo-subtracted changes in body
weight, blood pressure and heart rate for Empatic are similar to or more favorable than the placebo-subtracted changes observed with Contrave, and there are
no signals of cardiovascular concern in the Empatic development program, reassuring results of a cardiovascular outcomes trial with Contrave will be
sufficient. In addition, while the FDA reiterated its belief that the preclinical teratogenicity data for zonisamide and the pregnancy outcome data with
Empatic from the Phase II clinical trials are very concerning, it will allow Phase III studies of Empatic to include women of childbearing potential with a body
mass index, or BMI, >27kg/m 2 in the presence of at least one weight-related comorbidity such as hypertension, type 2 diabetes mellitus or dyslipidemia and a
BMI >30 kg/m 2 without additional restrictions if appropriate safety measures and adequate informed consent are provided. However, we can provide no
assurance that such guidance by the FDA related to Empatic will not change prior to or during any continued development of Empatic. The FDA noted that
similar safety measures and understanding of risk in the Phase III trials may need to be applied in the intended marketed population if Empatic is approved.
The FDA added that additional worrisome pregnancy outcome data in the Empatic trials may have an impact on approvability, labeling or REMS.
Even if we receive approval of an NDA for Empatic, similar to Contrave, the FDA may grant approval contingent on the performance of costly
additional clinical trials which may be required after approval. The FDA also may approve Empatic for fewer or more limited indications or a narrower patient
population than we originally requested, and the FDA may not approve the labeling that we and any collaborative partner believe is necessary or desirable
for the successful commercialization of Empatic. Any failure to obtain regulatory approval of Empatic could reduce our potential revenues and would have a
material and adverse impact on our business.
Delays in the commencement, the transfer and delivery of clinical trial information or completion of clinical trials or the requirement to conduct
additional clinical trials could result in increased costs to us and delay or limit our ability to continue development programs and/or generate revenues.*
Delays in the commencement, the transfer and delivery of clinical trial information or completion of clinical trials could significantly affect our
product development costs or adversely impact our ability to maintain regulatory approval. We do not know whether clinical trials will begin on time or
whether clinical trials will be completed on schedule, if at all. The commencement, transfer and delivery of clinical trial information and completion of
clinical trials can be delayed for a number of reasons, including delays related to:
•

obtaining regulatory approval to commence a clinical trial, including regulatory approval of the design of a clinical trial;

•

reaching agreement on acceptable terms with prospective contract research organizations, or CROs, and trial sites, the terms of which can
be subject to extensive negotiation and may vary significantly among different CROs and trial sites;

•

manufacturing sufficient quantities of a product candidate for use in clinical trials;

•

obtaining institutional review board, or IRB, approval to conduct a clinical trial at a prospective site;

•

recruiting and enrolling patients to participate in clinical trials for a variety of reasons, including competition from other clinical trial
programs for the treatment of obesity or similar indications and the restrictions imposed by the design and length of a clinical trial;

•

retaining patients who have initiated a clinical trial, including the Light Study, but may be prone to withdraw due to side effects from the
therapy, lack of efficacy or personal issues, or who are lost to further follow-up;

•

the status of our collaborative relationship with Takeda with respect to the post-marketing requirements for Contrave and any additional
clinical trials required for Contrave; and

•

timely collection, review and analysis of our clinical trial data.
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Clinical trials may also be delayed as a result of ambiguous or negative interim results. In addition, a clinical trial may be suspended or
terminated by us, a collaborative partner, the FDA, the IRB overseeing the clinical trial at issue, any of our clinical trial sites with respect to that site, or other
regulatory authorities due to a number of factors, including:
•

failure to conduct the clinical trial in accordance with regulatory requirements or our clinical protocols;

•

lack of adequate funding or other resources to continue the clinical trial;

•

inspection of the clinical trial operations or trial sites by the FDA or other regulatory authorities resulting in the imposition of a clinical
hold;

•

unforeseen safety issues; and

•

logistical and operational challenges inherent in complex clinical trials.

Additionally, changes in regulatory requirements and guidance for developing products for weight management may occur and we may need to
initiate new clinical trials or change protocols of existing clinical trials to account for these changes. For instance, based on the FDA’s interpretation of the
input received from the March 2012 EMDAC meeting, the FDA may issue final guidance on developing products for weight management. In addition, many
of the factors that cause, or lead to, a delay in the commencement or completion of clinical trials, may also ultimately lead to the termination of a
development program and/or the denial of regulatory approval of a product candidate, including the denial of an NDA or regulatory approval outside the
United States.
Our product and product candidate may cause undesirable side effects that could delay or prevent commercialization, limit the commercial profile of an
approved label, result in significant negative consequences following marketing approval or delay or prevent regulatory approval.*
Undesirable side effects caused by our product or product candidate could cause regulatory authorities to withdraw or limit their approval of the
product or could cause us or regulatory authorities to interrupt, delay or halt clinical trials and could result in a more restrictive label or the delay or denial of
regulatory approval by the FDA or other regulatory authorities. Contrave has been evaluated in four completed Phase III clinical trials, which we refer to
collectively as the Contrave® Obesity Research, or COR, program. Across the entire COR program, seven patients experienced serious adverse events that
were attributed by investigators as possibly related or related to Contrave treatment. These include cholecystitis (gallbladder inflammation) (2), seizure (2),
palpitations (1), paresthesia (1) and vertigo (1). The most frequently observed treatment-emergent adverse events were nausea, constipation, headache,
vomiting, dizziness, insomnia, dry mouth and diarrhea. Nausea was the leading adverse event resulting in discontinuation; however, for the majority of
patients experiencing nausea, it was mild to moderate, transient and manageable. In the Light Study interim analysis, there were no unexpected new safety
signals observed. Serious adverse events and adverse events leading to discontinuation were generally consistent with the overall safety profile established in
the COR program. These safety conclusions may change in connection with the ongoing conduct of the Light Study or the required post-marketing CVOT. In
September 2009, we announced the results from our latest Phase IIb clinical trial for Empatic. The most frequent side effects observed in this clinical trial
were headache, nausea and insomnia. Adverse events and laboratory findings appeared to be consistent with the individual components of Empatic,
bupropion and zonisamide. Specifically, infrequent reports of idiopathic neutropenia, or transient extremely low white blood cell counts, were observed.
Sulfonamides, of which zonisamide belongs, are one of many classes of drugs which have been reported to infrequently cause benign, idiopathic neutropenia.
The safety data we have disclosed to date represents our interpretation of the data at the time of disclosure and it is subject to our further review
and analysis. Serious adverse events have been reported to the FDA and study investigators as required in accordance with current guidelines and standards.
Serious adverse events that are not characterized by clinical investigators as possibly related to our study drug or adverse events that occur in small numbers
may not be disclosed to the public until such time the various documents submitted to the FDA as part of the approval process are made public. We are
unable to determine if the subsequent disclosure of adverse events will have an adverse effect on our stock price. In addition, our interpretation of the safety
data from our clinical trials is contingent upon the review and ultimate approval of the FDA. The FDA may not agree with our methods of analysis or our
interpretation of the results.
In addition, the constituent drugs of our product and product candidates each has its own side effect profile that is included in the respective
current product label. With respect to Contrave, its label includes the side effect profiles of each of the constituent drugs, including a “boxed” warning
regarding the potential for suicidal thoughts and behaviors and neuropsychiatric reactions as a side effect of the drug. If Empatic is approved by the FDA, we
would anticipate that its label would include the side effect profiles of each of its constituent drugs. Moreover, patients in our clinical trials may experience
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side effects that are indicated in the constituent drugs’ labels, as was the case with the side effects experienced by patients in our clinical trials of Contrave
and Empatic to date. In addition, while the constituent drugs that make up Contrave and Empatic have post-marketing safety records and while we have
tested these constituent drugs in combination in our clinical trials of Contrave and Empatic to date, the safety of the combined use of the constituents of
Contrave and Empatic is not yet fully known, and any future trials may produce side effects not observed to date. The approvability and eventual labeling of
Empatic will be determined by the safety experience with the drug in the context of its relative merits (efficacy) in an obese population. Any of the side
effects of Contrave, or its individual constituent drugs, could limit the commercial profile of the approved label, and any of the side effects of Empatic, or its
individual constituent drugs, could delay or prevent its regulatory approval.
Further, if we or others, including our collaborative partner, identify undesirable side effects caused by the recently launched Contrave or any
other approved product candidate (or any other similar product), a number of potentially significant negative consequences could result, including:
•

regulatory authorities may withdraw or limit their approval of the product;

•

regulatory authorities may require the addition of labeling statements, such as an additional “boxed” warning with Contrave or Empatic
or an additional contraindication;

•

we may be required to change the way the product is distributed or administered, conduct additional clinical trials or change the labeling
of the product;

•

we or our collaborative partner may decide to remove the products from the marketplace;

•

we could be sued and held liable for injury caused to individuals exposed to or taking our product candidates; and

•

our reputation may suffer.

Any of these events could prevent us and our collaborative partner from achieving or maintaining market acceptance of Contrave or any other
affected product candidate and could substantially increase the costs of commercializing Contrave or our product candidate and significantly impact our
ability and our collaborative partner’s ability to successfully commercialize Contrave or our product candidate and generate revenues.
We rely primarily on third parties to assist us in the preparation of our regulatory applications and conduct our clinical trials. If these third parties do not
successfully carry out their contractual duties or meet expected deadlines, we may not be able to obtain regulatory approval for or commercialize our
product candidates within our expected timeframes or at all.*
We are currently working with a number of CROs for monitoring, oversight and statistical support for the Light Study. In addition, we expect to
use a CRO to assist us with the additional post-marketing requirements for Contrave, including the post-marketing CVOT, and the development of Empatic
and the preparation of regulatory submissions. The third parties with whom we contract for preparation of our regulatory applications and execution of our
clinical trials play a significant role in the preparation of regulatory applications, the conduct of our clinical trials and the subsequent collection, review and
analysis of data. These third parties, including CROs and investigators, are not our employees, and we have limited ability to control the amount or timing of
resources that they devote to our programs. Nevertheless, we are responsible for ensuring that each of our studies is conducted in accordance with the
applicable protocol, legal, regulatory and scientific standards and that our regulatory filings are consistent with regulatory requirements. Our reliance on
CROs does not relieve us of our regulatory responsibilities. We and our CROs that assist us with our clinical studies are required to comply with GCPs, which
are regulations and guidelines enforced by the FDA and comparable foreign regulatory authorities for products in clinical development. Regulatory
authorities enforce these GCPs through periodic inspections of trial sponsors, principal investigators and trial sites. If we or our CROs fail to comply with
applicable GCPs, the clinical data generated in our clinical trials may be deemed unreliable and regulatory authorities may not accept the clinical data in
support of our marketing applications or in connection with our post-marketing commitments. We cannot assure you that upon inspection by a given
regulatory authority, such authority will determine that any clinical trial complied with GCP requirements. In addition, our clinical trials must be conducted
with product produced under cGMP regulations. If our CROs, consultants or independent investigators fail to devote sufficient time and resources to our drug
development programs and related regulatory applications, or if their performance is substandard or fails to comply with regulatory requirements, it may
delay the potential approval of our regulatory applications and the commercialization of our product candidates. In addition, the execution of clinical trials,
the subsequent compilation, review and analysis of the data produced and the preparation of regulatory applications requires
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coordination among various parties. In order for these functions to be carried out effectively and efficiently, it is imperative that these parties provide the
necessary resources and communicate and coordinate with one another. If these third parties are unable to provide the necessary resources or coordinate and
communicate with one another, our clinical trials may be delayed or the completion and analysis of the data and the related regulatory applications may be
delayed or compromised. Moreover, these third parties may also have relationships with other commercial entities, some of which may compete with us. If
these third parties also contract to provide services for our competitors, it could adversely affect our business.
If the contract manufacturers upon whom we rely fail to produce our product or product candidate in the volumes that we and our current and any future
collaborative partner require on a timely basis, or fail to comply with stringent regulations applicable to pharmaceutical drug manufacturers, we and such
collaborative partner may face delays in the development and commercialization of our product and product candidate. *
We do not currently possess nor do we plan to implement manufacturing processes internally. We currently utilize the services of contract
manufacturers to manufacture our clinical and commercial supplies. These supplies include the formulations of our product’s and product candidate’s APIs
from our API suppliers, the tablets combining those components and the bottles used to package these tablets for commercial use and use in clinical trials. If
the contract manufacturers upon whom we rely fail to produce our product or product candidates in the volumes required on a timely basis, we may face
delays in the commercialization of Contrave or the development of Contrave and Empatic. In addition, pursuant to an amendment to our collaboration
agreement with Takeda, effective in September 2013 Takeda assumed from us the responsibility to package Contrave for commercial sale in the United
States, Canada and Mexico, and in September 2014, we entered into a manufacturing services agreement with Takeda to supply to Takeda all of Takeda’s
requirements of Contrave for commercialization in the United States.
In March 2010, we entered into a long-term manufacturing services agreement, or manufacturing agreement, with Patheon Pharmaceuticals and
Patheon Inc., which we collectively refer to as Patheon, pursuant to which Patheon has agreed to manufacture commercial quantities of our Contrave tablet
products. Under the terms of the manufacturing agreement, as amended by the parties in November 2013, we are required to purchase from Patheon a certain
percentage of our requirements for Contrave tablet products intended for commercial sale, provided certain terms and conditions are met. The initial term of
the manufacturing agreement commenced in March 2010 and shall continue in effect until December 31, 2019. Upon expiration of the initial term, the
agreement will be automatically renewed for additional two year terms. Patheon may terminate the manufacturing agreement at any time upon specified prior
written notice to us. We may also terminate the manufacturing agreement with specified prior written notice to Patheon, subject to our payment of certain
termination amounts. Either party may terminate the manufacturing agreement effective immediately upon written notice to the other in the event that (a) the
other party dissolves, is declared insolvent or bankrupt by a court of competent jurisdiction, (b) a voluntary petition of bankruptcy is filed in any court of
competent jurisdiction, or (c) the manufacturing agreement is assigned for the benefit of creditors. We may terminate the manufacturing agreement upon
specified prior written notice if any governmental or regulatory authority, including, but not limited to, the FDA, takes any action, or raises any objection,
that prevents us from importing, exporting, purchasing or selling Contrave tablet products. We are also required to give specified advance notice if we intend
to no longer order commercial supplies of Contrave tablet products pursuant to the manufacturing agreement due to the product’s discontinuance in the
market. Patheon may terminate the manufacturing agreement upon specified prior written notice to us if we assign any of our rights under the manufacturing
agreement to an assignee that, in the opinion of Patheon acting reasonably, is (a) not a credit worthy substitute for us, or (b) a competitor of Patheon.
Moreover, either party may terminate the manufacturing agreement upon written notice to the other party where the other party has failed to remedy a
material breach of any of its representations, warranties, or other obligations under the manufacturing agreement within a specified period of time following
receipt of a written notice of the breach, subject to specified terms and conditions.
If we change to other manufacturers in the future, the FDA and comparable foreign regulators must approve these manufacturers’ facilities and
processes prior to use, which would require new testing and compliance inspections, and the new manufacturers would have to be educated in or demonstrate
successful technology transfer of the processes necessary for the production of our product and product candidate.
The manufacture of pharmaceutical products requires significant expertise and capital investment, including the development of advanced
manufacturing techniques and process controls. Manufacturers of pharmaceutical products often encounter difficulties in production, particularly in scaling
up for commercial production. These problems include difficulties with production costs and yields, quality control, including stability of the product
candidate and quality assurance testing, shortages of qualified personnel and production capacity, equipment failures as well as compliance with strictly
enforced federal, state and foreign regulations, which include product requirements established by the FDA or other regulatory agencies and stability
requirements in other foreign countries that our current product candidate formulations may not be able to meet. If our manufacturers were to encounter any
of these difficulties in the United States or in other foreign countries or otherwise fail
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to comply with their obligations to us, or if we or our collaborative partner do not accurately forecast our demand, our ability or our collaborative partner’s
ability to support the commercial sale of Contrave or to provide product candidates to patients in our and our current and any future collaborative partner’s
clinical trials would be jeopardized. Any delay or interruption in our ability to meet commercial demand for Contrave will result in the loss of potential
revenues. Any delay or interruption in the supply of clinical trial supplies could delay the completion of clinical trials, increase the costs associated with
maintaining a clinical trial program and, depending upon the period of delay, require us or such collaborative partner to commence new trials at significant
additional expense or terminate the trials completely.
In addition, all manufacturers of our products must comply with cGMP requirements enforced by the FDA through its facilities inspection
program. These requirements include, among other things, quality control, quality assurance and the generation and maintenance of records and
documentation. Manufacturers of our products may be unable to comply with these cGMP requirements and with other FDA, state and foreign regulatory
requirements. While we have implemented a quality oversight program, we have little control over our manufacturers’ compliance with these regulations and
standards. A failure to comply with these requirements may result in fines and civil penalties, suspension of production, suspension or delay in product
approval, product seizure or recall, or withdrawal of product approval. If the safety of any product supplied is compromised due to our manufacturers’ failure
to adhere to applicable laws or for other reasons, we may not be able to successfully commercialize Contrave or obtain regulatory approval for or successfully
complete any required clinical trials, and we may be held liable for any injuries sustained as a result. Any of these factors could cause a delay in the sale of
Contrave, clinical trials, regulatory submissions, approvals or commercialization of our product candidate, entail higher costs or result in our or our current or
any future collaborative partner being unable to effectively commercialize our products. Furthermore, if our manufacturers fail to deliver the required
commercial quantities on a timely basis, pursuant to provided specifications and at commercially reasonable prices, we and our current and any future
collaborative partner may be unable to meet demand for our products and would lose potential revenues.
There are labeled adverse side effects to the individual use of bupropion, naltrexone and zonisamide.*
A key constituent of Contrave and Empatic is bupropion, which has been approved by the FDA for the treatment of depression and to assist
smoking cessation. The FDA has directed manufacturers of all antidepressant drugs to include in their product labels a “boxed” warning and expanded
warning statements regarding an increased risk of suicidal thinking and behavior in children and adolescents being treated with these drugs. The package
insert for bupropion includes such a “boxed” warning statement. In December 2006, the FDA held an advisory committee meeting regarding suicidal
thinking and behavior in adults being treated with antidepressant drugs. The advisory committee recommended that the “boxed” warning be extended to
cover adults up to their mid-20’s. The package insert for Contrave includes a “boxed” warning regarding the potential for suicidal thoughts and behaviors
and neuropsychiatric reactions as a side effect of the drug . To the extent that any additional warnings or labeling changes related to suicidal thinking and
behavior in adults are required, we expect that any such additional warnings or other labeling changes will also be required on labeling for both Contrave
and, if approved, Empatic. In July 2009, the FDA issued a news release announcing that it was requiring manufacturers to put a “boxed” warning on the
prescribing information for smoking cessation drugs including Zyban ®, which is a branded form of bupropion. The warning highlights the risk of serious
mental health events including changes in behavior, depressed mood, hostility, and suicidal thoughts. Although neither Contrave nor Empatic is intended to
be promoted for or used in the treatment of major depression or smoking cessation, a similar warning is included in the labeling for Contrave and we expect
that a similar warning statement will be required on labeling for Empatic, particularly because it is likely that there will be obese patients who smoke or
depressed obese patients who will use these products.
The FDA has also directed manufacturers of antidepressant drugs to create Medication Guides to be distributed to patients regarding the risk of
suicidal thinking and behavior in children and adolescents. Although we have not included children or adolescents in either the Contrave or Empatic clinical
trials, the FDA required us to create a Medication Guide for Contrave and we expect a similar requirement for Empatic, if approved. These warnings and other
requirements may have the effect of limiting the market acceptance by our current and any future collaborative partner’s targeted physicians and patients of
Contrave and Empatic.
The other constituent of Contrave, naltrexone, has been approved by the FDA for the treatment of alcohol and opioid dependence. The FDA has
directed the manufacturers of naltrexone for these indications to include in their product labels a “boxed” warning and expanded warnings statements
regarding hepatotoxicity, or liver toxicity. A similar warning statement is included in the labeling for Contrave.
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Each of the constituent drugs included in the Contrave and Empatic combinations has in its package insert a “Category C” pregnancy
precaution. This means that animal studies have shown that each of these constituent drugs has the potential to cause birth defects and that there have been
no adequate and well-controlled studies of the constituent drugs in pregnant women, but that the FDA has determined that the benefits from the use of such
drugs in pregnant women may be acceptable despite the potential risks. In addition, although Contrave is not known to be teratogenic, it appears from a
recent FDA action, in which the FDA stated that weight loss offers no potential benefit to a pregnant woman and may result in fetal harm, that the FDA is
likely to classify all weight loss pharmaceutical products as Category X. Contrave, the obesity therapeutics approved by the FDA in 2012 and orlistat all
have Category X pregnancy precautions.
Zonisamide, a constituent drug of Empatic, also has a warning that women of childbearing age should be advised to use contraception due to the
teratogenicity seen in animal studies. In addition, because of concerns published in academic journals regarding the possible developmental effects of
zonisamide in animals as well as reports from Japan in which women receiving zonisamide combined with other anticonvulsants had children with birth
defects, it is likely that Empatic, if approved, will receive a “Category X” pregnancy precaution and thus, would be contraindicated for use by pregnant or
nursing women with warnings about use of Empatic in women of childbearing age. This means that there could be a labeling limitation or REMS on the use
of Empatic without adequate contraception or perhaps a prohibition on the use of Empatic by all women of childbearing age. Although we have designed our
clinical trials to educate women about the necessity of using adequate contraception while taking, and for a period of time after taking, our product
candidates, women may not take the necessary precautions to prevent pregnancy and as a result, women taking our product candidates may risk bearing
children with birth defects. For example, during the first Phase IIb trial, four women on Empatic became pregnant and carried the pregnancies to term. Three
of the pregnancies resulted in normal infants at birth. In the fourth case there were birth abnormalities, one of which, a cardiac abnormality, was corrected
surgically. Although this case is a complicated one with a number of plausible, alternative etiologies, it has been reported by the investigator as a serious
adverse event and possibly related to Empatic. Sulfonamides, of which zonisamide belongs, are one of many classes of drugs which have been reported to
infrequently cause benign, idiopathic neutropenia, or transient extremely low white blood cell counts. Infrequent reports of idiopathic neutropenia were
observed in our Empatic Phase IIb trial.
The FDA has issued an alert based on updated clinical data that treatment with zonisamide can cause metabolic acidosis in some patients.
Metabolic acidosis is a disturbance in the body’s acid-base balance that results in excessive acidity in the blood. The FDA recommended that healthcare
professionals monitor for metabolic acidosis at the start of treatment with zonisamide and periodically during treatment with zonisamide even in the absence
of symptoms. We have been monitoring for metabolic acidosis in all of our Empatic clinical trials, and we have not observed any clinically meaningful cases
of metabolic acidosis. A warning statement about metabolic acidosis may be required in the labeling for Empatic.
The FDA has analyzed reports of suicidal behavior or ideation from placebo-controlled clinical studies of eleven anticonvulsants (including
zonisamide). In the FDA’s analysis, patients receiving anticonvulsants had approximately twice the risk of suicidal behavior or ideation compared to patients
receiving placebo. The relative risk for suicidal behavior or ideation was higher in the patients with epilepsy compared to patients who were given one of the
anticonvulsants for conditions other than epilepsy. The FDA has indicated that it will be working with manufacturers of marketed anticonvulsants to include
this new information in the labeling of these products. It is possible that any changes related to suicidal behavior or ideation that occur to the labels of these
anticonvulsants will be required on the labeling for Empatic, if approved.
Notwithstanding the existing labeling for the constituents of our drugs in development, the FDA may choose to apply more stringent warning
statements or stronger classifications or categorizations of risk in the labeling for Empatic, if approved, based on the different risk-benefit profile of our
product candidates in the context of unmet need in the treatment of obesity, as compared to the approved indications for the constituent drugs of Empatic.
For example, the label ultimately approved for Empatic, if any, may include restrictions on use that may not appear in the existing labeling for the
constituent drugs in Empatic, including restrictions based on pregnancy status, level of obesity and duration of treatment or a “boxed” warning consistent
with those for antidepressants, anticonvulsants, products for smoking cessation, naltrexone or otherwise.
Any of these known side effects and any associated warning statements or classification or categorization of risk may limit the commercial
profile of the approved label for Contrave and, if approved, Empatic, and prevent us or our collaborative partner from achieving or maintaining market
acceptance of our products.
The FDA and other regulatory agencies actively enforce the laws and regulations prohibiting the promotion of off-label uses, and we may be subject to
fines, penalties or injunctions if we are determined to be promoting the use of our products for unapproved or “off-label” uses, resulting in damage to our
reputation and business.
The FDA and other regulatory agencies strictly regulate the promotional claims that may be made about approved drugs, such as Contrave. In
particular, a product may not be promoted for uses that are not approved by the FDA or such other regulatory agencies as reflected in the product’s approved
labeling, also known as “off-label” promotion. Physicians may
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nevertheless use our products for their patients in a manner that is inconsistent with the approved label, as the FDA does not restrict or regulate a physician’s
choice of treatment within the practice of medicine. If the FDA determines that our promotional materials or training constitute promotion of an off-label use,
it could request that we modify our training or promotional materials or subject us to regulatory or enforcement actions, which could have an adverse impact
on our reputation and financial results.
A CVOT may be required for Empatic which could significantly increase the development costs for this program.*
Empatic contains bupropion, the same active ingredient that gave rise to the FDA’s concerns regarding the cardiovascular safety profile of
Contrave. We are unable to predict whether the FDA may extend the requirement to conduct a CVOT to Empatic as well or whether the March 2012 EMDAC
meeting will result in other such requirements. In our discussions with the FDA on the continued development of Empatic, the FDA stated that Phase III data
for Empatic may be sufficient to support submission of an NDA without data from a CVOT. The FDA indicated that as long as the placebo-subtracted changes
in body weight, blood pressure and heart rate for Empatic are similar to or more favorable than the placebo-subtracted changes observed with Contrave, and
there are no signals of cardiovascular concern in the Empatic development program, reassuring results of a CVOT with Contrave will be sufficient. Even
though the Light Study interim analysis met the pre-specified threshold for resubmission and resulted in approval of our NDA, later evidence we gather from
clinical trials may not demonstrate that Contrave is safe and effective for use in our target indication and, moreover, may demonstrate that the risk of adverse
cardiovascular events in overweight and obese patients treated with Contrave adversely affects the drug’s benefit-risk profile. Such a result could delay or
terminate our development program for Empatic.
If the suppliers upon whom we rely for API fail to produce such ingredients in the volumes that we or our collaborative partner require on a timely basis,
or to comply with stringent regulations applicable to pharmaceutical drug manufacturers, we or our collaborative partner may face delays in the
development or commercialization of our product or product candidate.*
We do not manufacture any of our API nor do we plan to develop any capacity to do so. Instead, we rely on suppliers of API to provide
component materials to our other contract manufacturers, who produce finished pharmaceutical products incorporating the API. The failure or inability of our
API suppliers to satisfy our API requirements on a timely basis could delay the commercialization of Contrave or our development programs and commercial
launch of Empatic, if approved.
Although naltrexone itself is not addictive, synthesis of naltrexone is a multi-step process with a natural opiate starting material that has the
potential for abuse and is therefore regulated as a controlled substance under the federal Controlled Substances Act or applicable foreign equivalents. As
such, manufacturers of naltrexone API must be registered with the Drug Enforcement Administration, or DEA, or applicable foreign equivalents.
Manufacturers making naltrexone also must obtain annual quotas from the DEA for the opiate starting material. Because of the DEA-related requirements and
modest current demand for naltrexone API, there currently exist a limited number of manufacturers of this API. Therefore, API costs for naltrexone are greater
than for the other constituents of our product and product candidate. Demand for Contrave may require amounts of naltrexone greater than the currently
available worldwide supply or our or our collaborative partner’s current forecasts for the supply to us of Contrave or its components. Any lack of sufficient
quantities of naltrexone would limit our or our collaborative partner’s ability to continue to commercialize Contrave and complete any additional required
clinical trials. Although we are evaluating additional possible manufacturers to supplement our current naltrexone manufacturing capacity, including those
in the United States, Europe and Asia, we may not be successful in accessing additional manufacturing supply of naltrexone API or other necessary
components of our product and product candidate at the appropriate quantities, quality or price.
We have entered into long-term supply agreements for the supply of naltrexone API. In January 2009, we entered into a supply agreement with
Cilag AG, pursuant to which Cilag will manufacture commercial supplies of naltrexone for use in our drug products. The supply agreement shall continue in
effect until December 31, 2018. Either party may terminate the supply agreement effective immediately upon written notice to the other in the event that
(a) the other party dissolves, is declared insolvent or bankrupt by a court of competent jurisdiction, (b) a voluntary or involuntary petition of bankruptcy is
filed in any court of competent jurisdiction, or (c) the supply agreement is assigned for the benefit of creditors. In addition, we may terminate the supply
agreement effective immediately upon written notice in the event that (a) any regulatory agency takes any action, or raises any objection that prevents us
from importing, exporting, purchasing or selling a finished product containing naltrexone, (b) the product containing naltrexone fails during clinical trials
and we withdraw our NDA, (c) we determine, in our sole discretion, to no longer pursue the development and/or commercialization of a product containing
naltrexone, or (d) a legal proceeding shall be instituted against Cilag, which is reasonably likely to materially adversely affect Cilag’s ability to properly
perform under the supply agreement or subject us to any material risk of liability or loss. Moreover, either party may terminate the agreement upon specified
written notice of a failure by the other party to perform or observe any material covenant, condition or agreement to be performed or observed by it under the
supply agreement, unless such breach has been cured within the specified notice period.
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We entered into a supply agreement with Mallinckrodt LLC, effective in January 2013, pursuant to which Mallinckrodt will manufacture
commercial supplies of naltrexone for use in our drug products. Pursuant to the terms of the supply agreement, we will pay a certain fixed price for such
naltrexone, which prices may be adjusted, subject to specified limitations. We are required to purchase from Mallinckrodt a specified percentage of our
requirements for naltrexone in our drug products containing naltrexone, which are intended for commercial sale, provided that certain terms and conditions
are met.
The initial term of the supply agreement commenced in January 2013 and will continue in effect through December 2014. This initial term may
only be renewed with the express written agreement of both parties. Either party may terminate the supply agreement effective immediately upon written
notice to the other in the event that (a) the other party dissolves, is declared insolvent or bankrupt by a court of competent jurisdiction, (b) a voluntary or
involuntary (if not dismissed within a specified number of days) petition of bankruptcy is filed in any court of competent jurisdiction, or (c) the supply
agreement is assigned for the benefit of creditors. Either party may terminate the supply agreement upon specified written notice to the other party of a failure
by that party to perform or observe any material covenant, condition or agreement to be performed or observed by it under the supply agreement, unless such
breach has been cured within the specified notice period. We may terminate the supply agreement upon 60 days’ prior written notice to Mallinckrodt in the
event that, (a) any regulatory agency takes any action, or raises any objection that prevents us from importing, exporting, purchasing or selling naltrexone or
any of our drug product containing naltrexone, (b) our drug product containing naltrexone fails during clinical trials and we withdraw our NDA, or (c) we
determine, in our sole discretion, to no longer pursue the development and/or commercialization of any of our drug products containing naltrexone.
We have no other material, long-term commitments or supply agreements with any of our other API suppliers. Although we may seek to establish
additional long-term supply commitments in the future, we may be required to agree to minimum volume requirements, exclusivity arrangements or other
restrictions. We may not be able to enter into additional long-term agreements on commercially reasonable terms, or at all. Consequently, we and our current
and any future collaborative partner may not be able to successfully commercialize Contrave or any approved product candidate if we are unable to secure
long-term supply commitments for all of their API components.
In addition, our API suppliers must comply with cGMP requirements enforced by the FDA through its facilities inspection program and must
maintain and comply with their respective DMFs on file with the FDA. These requirements include, among other things, quality control, quality assurance
and the generation and maintenance of records and documentation. Suppliers of our API may be unable to comply with these cGMP requirements and with
other FDA, state and foreign regulatory requirements. While we have implemented a quality oversight program, we have little control over our manufacturers’
compliance with these regulations and standards. A failure to comply with these requirements may result in fines and civil penalties, suspension of
production, suspension or delay in product approval, product seizure or recall, or withdrawal of product approval. If the safety of any product supplied is
compromised due to our suppliers’ failure to adhere to applicable laws or for other reasons, we may not be able to successfully commercialize Contrave or
obtain regulatory approval for or successfully commercialize our product candidate, and we may be held liable for any injuries sustained as a result. Any of
these factors could cause a delay of clinical trials, regulatory submissions, approvals or commercialization of Contrave or our product candidate, entail higher
costs or result in our and our current and any future collaborative partner being unable to effectively commercialize our products. Furthermore, if our
suppliers fail to deliver the required commercial quantities of API on a timely basis, pursuant to the required specifications set forth in their respective DMF
and at commercially reasonable prices, and we are unable to timely secure and qualify additional suppliers with applicable regulatory authorities, we and our
current or any future collaborative partner may not be able to successfully commercialize our product, the commercial launch of any approved product
candidate could be delayed and/or we and such collaborative partner may be unable to meet demand for our products and would lose potential revenues.
Our product and product candidate are combinations of generically-available pharmaceutical products, and our success is dependent on our ability and
our collaborative partner’s ability to compete against off-label generic substitutes and demonstrate the advantages of our proprietary combination
products.*
Off-label use occurs when physicians prescribe a drug that is approved by the FDA for one indication for a different, unapproved indication. We
believe that a practitioner seeking safe and effective therapy is not likely to prescribe such off-label generics in place of Contrave or Empatic because the
dosage strengths, pharmacokinetic profiles and titration regimens recommended for Contrave and Empatic are not available using existing generic
preparations of immediate release, or IR, naltrexone, zonisamide IR and bupropion SR, and there are no oral generic SR formulations of naltrexone or
zonisamide. However, a physician could seek to prescribe off-label generics in place of Contrave or Empatic. Such off-label prescriptions could significantly
diminish the market potential of our products and significantly impact our ability and our collaborative partner’s ability to generate revenues.
38

Table of Contents

With regard to off-label substitution at the pharmacy level, we expect to rely on the novel dose ratios and novel pharmacokinetic properties of
our product and product candidate, as well as the differences in their approved indications, to provide sufficient distinction such that generic preparations are
not considered therapeutic equivalents by the FDA. State pharmacy laws in many instances only permit pharmacists to substitute generic products for
branded products if the products are therapeutic equivalents. Therefore, the lack of therapeutic equivalency should limit generic substitution by pharmacies
and/or pharmacy benefit managers. However, we cannot be certain that pharmacists and/or pharmacy benefit managers will not seek prescriber authorization
to substitute generics in place of Contrave and Empatic, which could significantly diminish their market potential and significantly impact our ability and
our collaborative partner’s ability to successfully commercialize our product and product candidate, if approved, and generate revenues.
In addition, although we believe the current market prices for the generic forms of naltrexone and zonisamide make generic substitution by
physicians, pharmacists or pharmacy benefit managers unlikely, should the prices of the generic forms decline, the motivation for generic substitution may
become stronger. Wide scale generic substitution by physicians and at the pharmacy level could have substantial negative consequences to our business.
We have limited sales and marketing experience and resources, and if we do not enter into additional collaboration or co-promotion arrangements, we
may not be able to effectively market and sell Contrave outside the United States, Canada or Mexico or Empatic, if approved, and our ability to generate
revenues may be delayed or limited.*
We are developing our obesity product candidates for large markets traditionally served by general and family practitioners and internists.
Generalist physicians number in the several hundred thousand in the United States. Traditional pharmaceutical companies employ groups of sales
representatives numbering in the thousands to call on this large generalist physician population. In order to effectively promote to these physician groups, we
entered into a collaboration agreement with Takeda in September 2010 to develop and commercialize Contrave in the United States, Canada and Mexico. In
order to expand the market opportunity outside of these countries for Contrave and to address the commercialization of Empatic, if approved, we must either
establish additional sales and marketing collaborations or co-promotion arrangements or expend significant resources to develop our own sales and
marketing presence. We currently possess limited resources and may not be successful in developing our own sales and marketing presence. We may not be
able to enter into additional collaboration or co-promotion arrangements on acceptable terms, if at all. If we are unable to enter into additional collaboration
or co-promotion arrangements for Contrave outside the United States, Canada and Mexico or for Empatic, and we must develop our own sales and marketing
presence to address the large market of general and family practitioners and internists in these areas, we will require additional capital and our ability to
market and sell our product candidates and generate revenues from our product candidates may be delayed or limited. We also face competition in our search
for collaborators, co-promoters and sales force personnel. If our competitors are able to establish collaboration or co-promotion arrangements with
pharmaceutical companies who have substantially greater resources than we have, our ability to successfully commercialize Contrave outside the United
States, Canada and Mexico and/or Empatic will be limited and as a result our competitors may be more successful in marketing and selling their products in
these areas. Even if we do enter into additional collaboration or co-promotion arrangements with third parties, we will be reliant on such third parties to
successfully develop and/or commercialize our product candidates in these areas. These third parties may fail to develop or effectively commercialize our
product candidates because they cannot obtain the necessary regulatory approvals, decide to pursue a competitive potential product that may be developed
outside of the collaboration or fail to devote the resources necessary to realize the full commercial potential of our product candidates, especially in light of
the resources being devoted by our competitors’ collaboration and co-promotion partners. Any such failures would negatively affect our ability to generate
revenues from sales of Contrave outside the United States, Canada and Mexico or from sales of Empatic.
Our development and commercialization strategy depends upon access to findings of safety and effectiveness based on data not developed by us but which
the FDA may reference in reviewing our U.S. marketing applications. In territories outside the United States, we must either negotiate access to these safety
and effectiveness findings or develop them ourselves. *
The Drug Price Competition and Patent Term Restoration Act of 1984, also known as the Hatch-Waxman Act, added Section 505(b)(2) to the
Federal Food, Drug, and Cosmetic Act. Section 505(b)(2) permits the filing of an NDA where at least some of the information required for approval comes
from studies not conducted by or for the applicant and for which the applicant has not obtained a right of reference. This statutory provision expressly allows
the FDA to rely, for purposes of approving an NDA, on findings of safety and effectiveness based on data not developed by the filer of the NDA. Under these
guidelines, we were able to move directly into Phase II clinical trials for Contrave and Empatic, because our NDA for Contrave
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would rely, and our planned NDA for Empatic, will rely, in part, upon the FDA’s findings of safety and effectiveness for the previously-approved products
that are incorporated into Contrave and Empatic. Similar legislation for active substances with well-established medicinal use exists in the European Union
under article 10a of European Directive 2001/83/EC, which allows for reference to scientific literature if active substances have been approved for at least ten
years with recognized efficacy and an acceptable level of safety. There also are alleviations under article 10b of European Directive 2001/83/EC of the
obligation to provide scientific references relating to individual active substances in combination products if such individual active substances have been
previously authorized in the European Union, although not the obligation to provide results of new pre-clinical tests or new clinical trials relating to such
combination products, which could provide an alternative pathway in Europe. In territories where data are not freely available, we may not have the ability to
commercialize our products without negotiating rights from third parties to refer to their clinical data in our regulatory applications, which could require the
expenditure of significant additional funds to generate our own data. We may be unable to obtain rights to the necessary clinical data and may be required to
develop our own proprietary safety and manufacturing dossiers. In addition, even though we have and can take advantage of Section 505(b)(2) to support
approval of Contrave and potential U.S. approval for Empatic, respectively, the FDA may also require us to perform additional studies or measurements to
support changes from the previously-approved products incorporated into our product candidates.
To the extent that a Section 505(b)(2) application relies on the FDA’s finding of safety and effectiveness of a previously-approved drug, the
applicant is required to make certifications to the FDA with respect to any patents listed for the approved product in the FDA’s publication called “Approved
Drug Products with Therapeutic Equivalence Evaluations,” otherwise known as the “Orange Book.” Specifically, the applicant must certify when the
application is submitted that: (1) there is no relevant patent information listed; (2) the listed patent has expired; (3) the listed patent has not expired, but will
expire on a particular date and approval is sought after patent expiration; or (4) the listed patent is invalid or will not be infringed by the manufacture, use, or
sale of the new product. A certification that the new product will not infringe the already approved product’s Orange Book listed patents or that such patents
are invalid is called a paragraph IV certification. If the 505(b)(2) applicant has provided a paragraph IV certification to the FDA, the applicant must also send
notice of the paragraph IV certification to the NDA holder and patent owner. We have made paragraph IV certifications that Contrave does not infringe the
bupropion SR formulation patents listed in the Orange Book, and have sent the appropriate notice to the patent holder and NDA holder. We will be required
to make similar certifications if and when we file an NDA for Empatic. In the event that the patent holder or NDA holder files a patent infringement lawsuit
against us within 45 days of its receipt of our paragraph IV certification, such lawsuit would automatically prevent the FDA from approving our
Section 505(b)(2) NDA until the earliest of 30 months, expiration of the applicable patent, settlement of the lawsuit or a decision in the infringement case that
is favorable to us. Any such patent infringement lawsuit could be costly, take a substantial amount of time to resolve and divert management resources. We
have obtained three years of Hatch-Waxman marketing exclusivity for Contrave from the date of approval by the FDA on September 10, 2014. We could also
obtain three years of Hatch-Waxman marketing exclusivity for Empatic, if approved, since we have conducted a substantial clinical program that we believe
is essential to approval of our NDA. Under this form of exclusivity, the FDA is precluded from approving a 505(b)(2) NDA or ANDA for the same drug
product for the protected indication (for example, a product that incorporates the change or innovation represented by our product) for a period of three years,
although the FDA may accept and commence review of such applications. However, this form of exclusivity might not prevent the FDA from approving a
505(b)(1) NDA that relies on its own clinical data. Further, if another company obtains approval for an identical product candidate for the same indication we
are studying before we do, our approval could be blocked until the other company’s Hatch-Waxman marketing exclusivity expires, unless we conduct
additional studies in support of a 505(b)(1) NDA.
We may never receive approval or commercialize our products outside of the United States. *
In order to market any products outside of the United States, we must establish and comply with numerous and varying regulatory requirements
of other countries regarding safety, efficacy and manufacturing. Approval procedures vary among countries and can involve additional product testing and
additional administrative review periods. The time required to obtain approval in other countries might differ from that required to obtain FDA approval. The
regulatory approval process in other countries may include all of the risks detailed above regarding FDA approval in the United States as well as other risks.
Regulatory approval in one country does not ensure regulatory approval in another, but a failure or delay in obtaining regulatory approval in one country
may have a negative effect on the regulatory process in others. For example, although Vivus obtained FDA approval for its combination product,
phentermine/topiramate, in October 2012, the European Medicines Agency’s, or EMA’s, Committee for Medicinal Products for Human Use, or CHMP,
adopted an opinion recommending against the approval of the marketing authorization application for such product due to concerns about its long-term
effects on the heart and blood vessels, particularly due to the effects of the phentermine component, its long-term psychiatric effects (depression and anxiety
were reported in the studies) and cognitive effects (such as problems with memory and attention) related to the topiramate component, as well as known risks
with topiramate being potentially harmful to the unborn baby if taken by pregnant women. The CHMP also noted that there was a high probability that, if
approved, Vivus’ product would not be used strictly for the
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intended patients. Vivus requested a re-examination of the CHMP’s opinion. After considering the grounds for this request, the CHMP re-examined the initial
opinion, and confirmed the refusal of the marketing authorization in February 2013. Further, according to Vivus, the CHMP indicated that a pre-approval
CVOT would be necessary to establish the long-term safety of its product. Additionally, although Arena obtained FDA approval for its product, lorcaserin, in
May 2013, Arena announced that it has notified the EMA that it is withdrawing its marketing authorization application for lorcaserin in the European Union
due to the CHMP’s view that certain major objections remain outstanding that preclude a recommendation for approval of such marketing authorization
application and Arena’s belief that it cannot resolve the major objections related to the results of non-clinical studies prior to the time the CHMP would issue
its final opinion. We may face similar negative recommendations with respect to any regulatory filings we submit for our product candidates in the European
Union and other geographies.
In October 2013, we submitted a community marketing authorization, or Community MA, application for Contrave to the EMA, utilizing the
EMA’s centralized procedure, seeking approval of Contrave in the European Economic Area, or EEA, (which is comprised of the 28 Member States of the
European Union plus Norway, Iceland and Liechtenstein) for the management of obesity, including weight loss. As part of this process, we have established
the required pediatric investigation plan, or PIP, which has been agreed to by the EMA’s Pediatric Committee. The centralized procedure allows for the
simultaneous approval of a product in all the Member States of the EEA. A Community MA application is reviewed by the CHMP. After submission and
validation of the Community MA application, the CHMP generally has 210 days to complete its assessment and adopt an opinion on whether or not to
recommend the granting of the Community MA. The 210 days period does not include the anticipated “clock stops” at specified points in the procedure,
typically at day 120 (Consolidated List of Questions) and at day 180 (List of Outstanding Issues). The clock stops allow time for us to address the
outstanding questions or issues raised by the CHMP. After day 180, depending on the List of Outstanding Issues, an oral hearing with the CHMP may be
required to address specific issues. Assuming a positive opinion from the CHMP, the European Commission has to adopt a decision granting the Community
MA, based on the CHMP opinion. The European Commission must adopt this decision within 67 days after receipt of the CHMP opinion, not counting clock
stops as noted above.
In February 2014, we received from the EMA’s CHMP the Day 120 Consolidated List of Questions regarding our Contrave Community MA. The
CHMP’s key questions were consistent with the issues raised by the FDA during the course of Contrave development and the initial review of the NDA, such
as manufacturing and quality, non-clinical studies, dosing regimen, and, most significantly, cardiovascular safety. We believe the questions were adequately
addressed in our response based in part on the interim analysis of the Light Study.
In July 2014, we received the day 180 List of Outstanding Issues, or the Day 180 LOI, from the CHMP for our Contrave Community MA. The
Day 180 LOI raised new issues. Specifically, the CHMP requested further justification of the balance of benefits and risks of Contrave treatment as well as
additional information regarding post-approval risk minimization measures and pharmacovigilance activities. Details were also requested of our third-party
suppliers of bupropion related to the starting materials. We submitted our response to the Day 180 LOI in September 2014. In October 2014, we received a
second Day 180 LOI from CHMP. We expect to submit our written responses to the second Day 180 LOI in November 2014 with the CHMP adopting a final
opinion in December 2014. While we believe we adequately addressed the CHMP’s requests, the EMA may ask for additional or different data in connection
with its review of the Community MA which could result in additional delays in its potential approval. We can provide no assurance that the Community
MA will be approved on this timeframe, or at all. Failure to obtain regulatory approval for our product candidates in other countries or any delay or setback in
obtaining such approval could have the same adverse effects detailed above regarding FDA approval for Empatic in the United States. As described above,
such effects include the risks that our product candidates may not be approved for all indications requested, which could limit the uses of our product
candidates and have an adverse effect on their commercial potential or require costly, post-marketing follow-up studies.
We can provide no assurance that the Community MA will be approved on this timeframe, or at all. Failure to obtain regulatory approval for our
product candidates in other countries or any delay or setback in obtaining such approval could have the same adverse effects detailed above regarding FDA
approval in the United States. As described above, such effects include the risks that our product candidates may not be approved for all indications
requested, which could limit the uses of our product candidates and have an adverse effect on their commercial potential or require costly, post-marketing
follow-up studies.
We face potential product liability exposure, and, if successful claims are brought against us, we may incur substantial liability.*
The use of our product candidates in clinical trials and the sale of products expose us to the risk of product liability claims. Product liability
claims might be brought against us by consumers, health-care providers, pharmaceutical companies or others selling or otherwise coming into contact with
our products. If we cannot successfully defend ourselves against product
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liability claims, we could incur substantial liabilities. In addition, regardless of merit or eventual outcome, product liability claims may result in:
•

decreased demand for our product and product candidate;

•

impairment of our business reputation;

•

withdrawal of clinical trial participants;

•

costs of related litigation;

•

distraction of management’s attention from our primary business;

•

substantial monetary awards to patients or other claimants;

•

loss of revenues; and

•

the inability to commercialize our product and product candidate.

Although we have commercial product liability insurance, which includes coverage for our ongoing and future clinical trials we perform, our
insurance coverage may not be sufficient to reimburse us for any expenses or losses we may suffer. Moreover, insurance coverage is becoming increasingly
expensive, and, in the future, we may not be able to maintain insurance coverage at a reasonable cost or in sufficient amounts to protect us against losses due
to liability. On occasion, large judgments have been awarded in class action lawsuits based on drugs that had unanticipated side effects. A successful product
liability claim or series of claims brought against us could cause our stock price to decline and, if judgments exceed our insurance coverage, could decrease
our cash and adversely affect our business.
Healthcare reform measures could hinder or prevent our product’s and product candidate’s commercial success.*
Among policy makers and payors in the United States and elsewhere, there is significant interest in promoting changes in healthcare systems to
contain healthcare costs and improve quality. While reform proposals often involve expanding coverage to more individuals, healthcare reform may also
involve increased government price controls, additional regulatory mandates and other measures designed to lower medical and pharmaceutical costs. Within
the United States, the pharmaceutical industry has been a particular focus of both the U.S. Congress, as well as state governments.
In March 2010, the President signed into law one of the most significant health reform measures in decades. The Patient Protection and
Affordable Care Act, as amended by the Health Care and Education Reconciliation Act, or collectively the PPACA, substantially changes the way healthcare
is financed by both governmental and private insurers, including several payment reforms that establish payments to hospitals and physicians based in part
on quality measures, subjects biologic products to potential competition by lower-cost “biosimilars,” and significantly impacts the pharmaceutical and
medical device industries. The PPACA includes, among other things, the following measures:
•

annual, non-deductible fees on any entity that manufactures or imports certain prescription branded drugs and biologics;

•

increased Medicaid rebates owed by manufacturers under the Medicaid Drug Rebate Program for both branded and generic drugs and
expanded rebates owed by manufacturers to include rebates on Medicaid managed care utilization;

•

a Patient-Centered Outcomes Research Institute to oversee, identify priorities in and conduct comparative clinical research;

•

requirements for manufacturers to discount drug prices to eligible patients in the coverage gap by 50% at the pharmacy level and for mail
order services in order for their outpatient drugs to be covered under Medicare Part D;
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•

an increase in the number of entities eligible for discounts under the Public Health Service pharmaceutical pricing program; and

•

a licensure framework for follow-on biologic products.

The PPACA provisions on comparative clinical effectiveness research extend the initiatives of the American Recovery and Reinvestment Act of
2009, also known as the stimulus package, which included $1.1 billion in funding to study the comparative effectiveness of healthcare treatments and
strategies. This stimulus funding was designated for, among other things, conducting, supporting or synthesizing research that compares and evaluates the
risks and benefits, clinical outcomes, effectiveness and appropriateness of products. The PPACA also appropriates additional funding to comparative clinical
effectiveness research. Although Congress has indicated that this funding is intended to improve the quality of healthcare, it remains unclear how the
research will impact current Medicare coverage and reimbursement or how new information will influence other third-party payor policies.
In addition, the PPACA provides for a prevention and health promotion outreach and education campaign to raise public awareness of health
improvement, including obesity reduction and obesity-related services that are available to Medicaid enrollees. The PPACA also provides funding for
projects designed to reduce childhood obesity.
Other legislative changes have also been proposed and adopted since the PPACA was enacted. On August 2, 2011, the Budget Control Act of
2011 was signed into law, which, among other things, created the Joint Select Committee on Deficit Reduction to recommend to Congress proposals in
spending reductions. The Joint Select Committee did not achieve a targeted deficit reduction of at least $1.2 trillion for the years 2013 through 2021,
triggering the legislation’s automatic reduction to several government programs. This includes reductions to Medicare payments to providers of 2% per fiscal
year, which went into effect in April 2013 and will stay in effect through 2024, unless additional Congressional action is taken. On January 2, 2013, the
American Taxpayer Relief Act of 2012 was signed into law, which, among other things, further reduced Medicare payments to several providers, including
hospitals.
In the European Union and some other international markets, the government provides health care at low cost to consumers and regulates
pharmaceutical prices, patient eligibility or reimbursement levels to control costs for the government-sponsored health care system. Many countries have
announced or implemented measures to reduce health care costs to constrain their overall level of government expenditures. These measures vary by country
and may include, among other things, patient access restrictions, suspensions on price increases, prospective and possibly retroactive price reductions and
other recoupments and increased mandatory discounts or rebates, recoveries of past price increases, and greater importation of drugs from lower-cost countries
to higher-cost countries. If our products are approved in these markets, these measures may negatively impact our revenues. In addition, certain countries set
prices by reference to the prices in other countries where approved products are marketed. Thus, our inability to secure adequate prices for our products, if
approved, in a particular country may not only limit the marketing of these products within that country, but may also adversely affect our ability to obtain
acceptable prices in other markets. This may create the opportunity for third party cross border trade or influence our decision to sell or not to sell a product,
if approved, thus adversely affecting our revenues.
We cannot predict what effect the PPACA or other healthcare reform or cost control initiatives that may be adopted in the future will have on our
business. The continuing efforts of the government, insurance companies, managed care organizations and other payors of health care services to contain or
reduce costs of health care may adversely affect:
•

our and our current and any future collaborative partner’s ability to set a price we believe is fair for our approved product and our product
candidate, if approved;

•

our or any of our current or any future collaborative partner’s ability to generate revenues and achieve or maintain profitability; and

•

the availability of capital.

We may not be able to manage our business effectively if we are unable to attract and retain key personnel.*
We may not be able to attract or retain qualified management and scientific and clinical personnel in the future due to the intense competition
for qualified personnel among biotechnology, pharmaceutical and other businesses, particularly in the San Diego, California area. Our retention efforts may
be particularly challenging in light of our historical regulatory interactions with our Contrave NDA and our workforce reductions completed in February and
June 2011. Our industry has
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experienced a high rate of turnover of management personnel in recent years. If we are not able to attract, retain and motivate necessary personnel to
accomplish our business objectives, we may experience constraints that will significantly impede the successful development and commercialization of our
product and product candidate, our ability to raise additional capital and our ability to implement our overall business strategy.
We are highly dependent on the development, regulatory, commercial and financial expertise of our senior management, particularly Michael A.
Narachi, our President and Chief Executive Officer. Although we have employment agreements with each of our executive officers, these agreements are
terminable at will at any time with or without notice and, therefore, we may not be able to retain their services as expected. If we lose any members of our
senior management team, including Mr. Narachi, we may not be able to find suitable replacements, and our business may be harmed as a result. We are not
aware of any key personnel who has plans to retire or leave our company in the near future. In addition to the competition for personnel, the San Diego area in
particular is characterized by a high cost of living. As such, we could have difficulty attracting experienced personnel to our company and may be required to
expend significant financial resources in our employee recruitment and retention efforts.
In addition, we have scientific and clinical advisors who assist us in formulating our product development and clinical and regulatory strategies.
These advisors are not our employees and may have commitments to, or consulting or advisory contracts with, other entities that may limit their availability
to us, or may have arrangements with other companies to assist in the development of products that may compete with ours.
We will need to obtain approval of our proposed product names, and any failure or delay associated with such approval may adversely impact our
business.*
Any name we intend to use for our product candidate will require approval from the FDA, regardless of whether we have secured a formal
trademark registration from the U.S. Patent and Trademark Office, or PTO, as well as comparable regulatory authorities. The FDA and comparable regulatory
authorities typically conduct a rigorous review of proposed product names, including an evaluation of potential for confusion with other product names. The
FDA and comparable regulatory authorities may also object to a product name if they believe the name inappropriately implies medical claims. If the FDA or
comparable regulatory authorities object to our proposed product names, we may be required to adopt an alternative name for our initial product candidate. If
we adopt an alternative name, we would lose the benefit of our existing trademark applications for Empatic and may be required to expend significant
additional resources in an effort to identify a suitable product name that would qualify under applicable trademark laws, not infringe the existing rights of
third parties and be acceptable to the FDA and comparable regulatory authorities. We and our current and any future collaborative partner may be unable to
build a successful brand identity for a new trademark in a timely manner or at all, which would limit our and such collaborative partner’s ability to
commercialize our product candidate.
If we fail to comply with healthcare regulations, we could face substantial penalties and our business, operations and financial condition could be
adversely affected.*
As a manufacturer of pharmaceuticals, even though we do not and will not control referrals of healthcare services or bill directly to Medicare,
Medicaid or other third-party payors, certain federal and state healthcare laws and regulations pertaining to fraud and abuse and patients’ rights are and will
be applicable to our business. We could be subject to healthcare fraud and abuse and patient privacy regulation by both the federal government and the states
in which we conduct our business, without limitation. The laws that may affect our ability to operate include:
•

the federal healthcare program Anti-Kickback Statute (as amended by the PPACA, which modified the intent requirement of the AntiKickback Statute so that a person or entity no longer needs to have actual knowledge of the statute or specific intent to violate it to have
committed a violation), which prohibits, among other things, persons from soliciting, receiving or providing remuneration, directly or
indirectly, to induce either the referral of an individual, for an item or service or the purchasing or ordering of a good or service, for which
payment may be made under federal healthcare programs such as the Medicare and Medicaid programs;
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•

federal false claims laws which prohibit, among other things, individuals or entities from knowingly presenting, or causing to be
presented, claims for payment from Medicare, Medicaid, or other third-party payors that are false or fraudulent, and which may apply to
entities like us which promote pharmaceutical products and provide coding and billing advice to customers, and under the PPACA, the
government may assert that a claim including items or services resulting from a violation of the federal Anti-Kickback Statute constitutes
a false or fraudulent claim for purposes of the federal false claims laws;

•

the federal Health Insurance Portability and Accountability Act of 1996, or HIPAA, which prohibits executing a scheme to defraud any
healthcare benefit program or making false statements relating to healthcare matters and which also imposes certain requirements relating
to the privacy, security and transmission of individually identifiable health information;

•

the Federal Food, Drug, and Cosmetic Act, which among other things, strictly regulates drug product marketing, prohibits manufacturers
from marketing drug products for off-label use and regulates the distribution of drug samples; and

•

state law equivalents of each of the above federal laws, such as anti-kickback and false claims laws which may apply to items or services
reimbursed by any third-party payor, including commercial insurers, and state laws governing the privacy and security of health
information in certain circumstances, many of which differ from each other in significant ways and often are not preempted by HIPAA,
thus complicating compliance efforts.

Additionally, the compliance environment is changing, with more states mandating implementation of compliance programs, compliance with
industry ethics codes, and spending limits, and other states requiring reporting to state governments of gifts, compensation, and other remuneration to
physicians. The PPACA also imposes new reporting and disclosure requirements on device and drug manufacturers for any “transfer of value” made or
distributed to prescribers and other healthcare providers. Such information is now publicly available in a searchable format. In addition, device and drug
manufacturers are also required to report and disclose any investment interests held by physicians and their immediate family members during the preceding
calendar year. Manufacturers were required to begin collecting requisite information on August 1, 2013, with the first reports due June 30, 2014. Failure to
submit requisite information may result in civil monetary penalties of up to an aggregate of $150,000 per year (and up to an aggregate of $1 million per year
for “knowing failures”), for all payments, transfers of value or ownership or investment interests not reported in an annual submission. Finally, under the
PPACA, effective April 1, 2012, pharmaceutical manufacturers and distributors must provide the U.S. Department of Health and Human Services with an
annual report on the drug samples they provide to physicians. The shifting regulatory environment, along with the requirement to comply with multiple
jurisdictions with different compliance and/or reporting requirements, increases the possibility that a pharmaceutical company may run afoul of one or more
laws.
If our operations are found to be in violation of any of the laws described above or any other governmental regulations that apply to us, we may
be subject to penalties, including civil and criminal penalties, damages, fines and the curtailment or restructuring of our operations. Any penalties, damages,
fines, exclusion from governmental health care programs, curtailment or restructuring of our operations could adversely affect our ability to operate our
business and our financial results. Although compliance programs can mitigate the risk of investigation and prosecution for violations of these laws, the risks
cannot be entirely eliminated. Any action against us for violation of these laws, even if we successfully defend against it, could cause us to incur significant
legal expenses and divert our management’s attention from the operation of our business. Moreover, achieving and sustaining compliance with applicable
federal and state privacy, security and fraud laws may prove costly.
Our business involves the use of hazardous materials and we and our third-party manufacturers must comply with environmental laws and regulations,
which can be expensive and restrict how we do business.*
Our third-party manufacturers’ activities involve the controlled storage, use and disposal of hazardous materials owned by us, including the
components of our product and product candidate and other hazardous compounds. We and our manufacturers are subject to federal, state and local laws and
regulations governing the use, manufacture, storage, handling and disposal of these hazardous materials. Although we believe that the safety procedures
utilized by our third-party manufacturers for handling and disposing of these materials comply with the standards prescribed by these laws and regulations,
we cannot eliminate the risk of accidental contamination or injury from these materials. In the event of an accident, state or federal authorities may curtail the
use of these materials and interrupt our business operations. We do not currently maintain hazardous materials insurance coverage. If we are subject to any
liability as a result of our third-party manufacturers’ activities involving hazardous materials, our business and financial condition may be adversely affected.
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Our business and operations would suffer in the event of system failures.*
Despite the implementation of security measures, our internal computer systems and those of our CROs and other contractors and consultants are
vulnerable to damage from computer viruses, unauthorized access, natural disasters, terrorism, war and telecommunication and electrical failures. While we
have not experienced any such system failure, accident or security breach to date, if such an event were to occur and cause interruptions in our operations, it
could result in a material disruption of our drug development programs. For example, the loss of clinical trial data from completed or ongoing clinical trials
for Contrave or Empatic, could result in delays in our regulatory approval and other regulatory efforts and significantly increase our costs to recover or
reproduce the data. To the extent that any disruption or security breach were to result in a loss of or damage to our data or applications, or inappropriate
disclosure of confidential or proprietary information, we could incur liability and the further development of our product candidates could be delayed.
Risks Related to Intellectual Property
Our market opportunity for Contrave and Empatic may be limited by the relatively small number of issued U.S. patents and foreign patents that we own or
in-license. In addition, although we have additional U.S. and international patent applications pending which seek further protection of our product
candidates, these applications may not issue on a timely basis or at all.*
Contrave is currently protected by U.S. patent number 7,375,111, which we refer to as the Weber/Cowley composition patent, and U.S. patent
number 7,462,626, which we refer to as the Weber/Cowley methods patent. Provided maintenance fees are paid, the Weber/Cowley composition patent is
expected to expire in March 2025, and the Weber/Cowley methods patent is expected to expire in July 2024. Collectively, we refer to the Weber/Cowley
composition patent and the Weber/Cowley methods patent as the Weber/Cowley patents. We own the Weber/Cowley patents, but they are subject to our
license agreement with Oregon Health & Science University, or OHSU. The Weber/Cowley patents cover the current composition of Contrave and methods of
administering it to treat obesity. We and/or our licensors have filed a number of international counterparts to the Weber/Cowley patents in foreign
countries. A European counterpart application to the Weber/Cowley patent has issued in the European Patent Office, or EPO, and provides protection for
Contrave in the various EPO countries in which the patent has been registered. Several international counterparts to the Weber/Cowley patents have also
issued in other foreign jurisdictions. However, we cannot provide assurance that other pending international counterparts will issue on a timely basis or at all.
There is also no assurance that the currently pending claims in those foreign countries will not be rejected, that any such rejections and any future rejections
will ultimately be overcome, nor that any claims that may issue will be sufficiently broad to protect Contrave in those foreign countries. Furthermore, we
cannot be certain that the scope of any issued foreign patent will be consistent with the currently pending claims, as there is a significant likelihood that the
scope of the currently pending claims will be modified. If a competitor is willing to challenge the scope or validity of the Weber/Cowley patents, the
competitor could file an NDA seeking approval for three years after the date we obtained approval from the FDA of the NDA for Contrave.
We have also filed patent applications, directed to various treatment and formulation aspects of Contrave, in the United States and certain
foreign countries under the Patent Cooperation Treaty, or PCT. Use of our proprietary tri-layer Contrave tablet for weight loss is protected in the United States
by U.S. patent numbers 8,088,786 and 8,318,788, which are expected to expire in February 2029 and November 2027, respectively. Corresponding patents
have issued in several foreign countries. In addition, the dose escalation schedule of Contrave is protected by U.S. patent 8,722,085, which is expected to
expire in November 2027. U.S. patent number 8,815,889, directed to methods of treating insulin resistance using Contrave, including in obese patients,
issued in August 2014, and is expected to expire in July 2024. The PCT is an international treaty providing a unified procedure under which the initial filing
of a single patent application can provide an effective filing date in each participating country in which appropriate steps are subsequently taken. Such steps
have been taken in various foreign countries, including Europe and Japan, with respect to a number of our PCT filings. Thus, we now have patent
applications pending in those foreign countries, along with our previous filings in the United States and certain non-PCT countries. These filings seek to
provide further protection for Contrave in the United States and overseas; however, we cannot provide assurance that the claims in the other patent
applications will issue in their current form or at all.
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Our intellectual property protection for Empatic derives from U.S. patent number 7,109,198, which was issued in September 2006 and which we
refer to as the Gadde patent, and from U.S. patent number 7,425,571, which was issued in September 2008. We have in-licensed these patents on an exclusive
basis from Duke together with several related patent applications. The Gadde patent provides composition coverage for the Empatic zonisamide/bupropion
combination and also covers methods for using Empatic to treat obesity and to reduce the risk of hypertension, diabetes or dyslipidemia. Provided
maintenance fees are paid, the Gadde patent is also expected to expire in 2023. U.S. patent number 7,425,571 covers methods of using zonisamide (including
combinations with bupropion) to cause weight loss. Provided maintenance fees are paid, this patent is expected to expire in 2023. U.S. patent number
7,754,748, which issued in July 2010, protects the use of zonisamide SR for reducing weight in overweight and obese subjects, and is expected to expire in
2023, provided maintenance fees are paid. In addition, Duke has filed international counterparts to the Gadde patent that have issued in several countries and
are currently pending in others; however, there is no assurance that the claims in these applications will issue in their currently pending form or at all. We
have also filed patent applications in the United States, under the PCT and in certain foreign countries with the goal of protecting the formulations and use of
zonisamide SR, an ingredient in Empatic. The PCT filing has matured into patent applications in Europe and Japan. The European application has issued,
and provides protection for zonisamide SR in the various EPO countries in which the patent has been registered. Thus we now have patent applications
pending in the United States, Japan and certain other foreign countries. However, we cannot provide assurance that the claims in these patent applications
will issue in their currently pending form or at all. Use of our proprietary tri-layer Empatic tablet for weight loss is protected in the United States by U.S.
patent number 8,318,788, which is expected to expire in November 2027.
We may face additional competition outside of the United States as a result of a lack of patent enforcement in foreign countries and off-label use of other
dosage forms of the generic components in our product candidates.*
While we have filed patent applications in many countries outside the United States, and have obtained some patent coverage for Contrave and
Empatic in certain foreign countries, we do not currently have widespread patent protection for Contrave and Empatic outside the United States and have no
protection in many foreign jurisdictions. Even if international patent applications ultimately issue or receive approval, it is likely that the scope of protection
provided by such patents will be different from, and possibly less than, the scope provided by our corresponding U.S. patents. The success of our
international market opportunity is dependent upon the enforcement of patent rights in various other countries. A number of countries in which we have filed
or intend to file patent applications have a history of weak enforcement and/or compulsory licensing of intellectual property rights. Even if we have patents
issued in these jurisdictions, there can be no assurance that our patent rights will be sufficient to prevent generic competition or unauthorized use. We and
our current and any future collaborative partner may face competition from the off-label use of other dosage forms of the generic components in our product
candidates. In addition, others may attempt to commercialize our product candidate combinations in the countries of the European Union, Canada, Mexico,
Japan or other markets, in some of which, we do not have patent protection for our product candidates. Due to the lack of patent protection for these
combinations in some territories outside the United States and the potential for correspondingly lower prices for the drugs in those markets, it is possible that
patients will seek to acquire the generic IR components of our product candidates (naltrexone IR and zonisamide IR), in those other territories. The off-label
use of the generic IR components in the United States or the importation of the generic IR components from foreign markets could adversely affect the
commercial potential for our product candidates and adversely affect our overall business and financial results.
We have in-licensed all or a portion of the rights to our product and product candidate from third parties. If we default on any of our material obligations
under those licenses, we could lose rights to our product and product candidates.*
We have in-licensed and otherwise contracted for rights to our product and product candidate, and we may enter into similar licenses in the
future to supplement our product candidate pipeline. Under the relevant agreements, we are subject to commercialization, development, sublicensing,
royalty, insurance and other obligations. If we or our current or any future collaborative partner fail to comply with any of these requirements, or otherwise
breach these license agreements, the licensor may have the right to terminate the license in whole or to terminate the exclusive nature of the license. Loss of
any of these licenses or the exclusive rights provided therein could harm our financial condition and operating results.
Restrictions on our patent rights relating to our product and product candidate may limit our and our current and any future collaborative partner’s
ability to prevent third parties from competing against us.*
Our success will depend on our and our current and any future collaborative partner’s ability to obtain and maintain patent protection for our
product and product candidate, preserve our trade secrets, prevent third parties from infringing upon our proprietary rights and operate without infringing
upon the proprietary rights of others. Composition of matter patents on APIs are generally considered to be the strongest form of intellectual property
protection for pharmaceutical products as they apply without regard to any method of use. Entirely new individual chemical compounds, often referred to as
new chemical entities, are typically entitled to composition of matter coverage. Current law also allows novel and unobvious combinations of old
compounds to receive composition of matter coverage for the combination. However, we cannot be certain that the current law will remain the same, or that
our product and product candidate will be considered novel and unobvious by the PTO and courts.
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In addition to composition of matter patents and patent applications, we also have issued and filed method of use patents and patent
applications. This type of patent protects the use of the product only for the specified method. However, this type of patent does not prevent a competitor
from making and marketing a product that is identical to our product for an indication that is outside the scope of the patented method. Moreover, even if
these competitors do not actively promote their product for our targeted indication, physicians may prescribe these products “off-label.” Although off-label
prescriptions may infringe or contribute to the infringement of method of use patents, the practice is common and such infringement is difficult to prevent or
prosecute.
Although we believe we and our licensors have conducted appropriate prior art searches relating to our key patents and patent applications, there
is no assurance that all of the potentially relevant prior art has been found. Moreover, because the constituents of our combination product and product
candidate have been on the market as separate monotherapeutic products for many years, it is possible that these monotherapies have previously been used
off-label in such a manner that such prior usage would affect the validity of our method of use patents.
Patent applications in the United States and most other countries are confidential for a period of time until they are published, and publication of
discoveries in scientific or patent literature typically lags actual discoveries by several months or more. As a result, we cannot be certain that we and the
inventors of the issued patents and applications that we in-licensed were the first to conceive inventions covered by the patents and pending patent
applications or that we and those inventors were the first to file patent applications for such inventions.
We and our current and any future collaborative partner also rely upon unpatented trade secrets, unpatented know-how and continuing
technological innovation to develop and maintain our competitive position, which we seek to protect, in part, by confidentiality agreements with our
employees and our collaborators and consultants, some of whom assist with the development of other obesity drugs. We and our collaborative partner also
have agreements with our employees and selected consultants that obligate them to assign their inventions to us. It is possible that technology relevant to our
business will be independently developed by a person that is not a party to such an agreement. Furthermore, if the employees and consultants that are parties
to these agreements breach or violate the terms of these agreements, we may not have adequate remedies for any such breach or violation, and we could lose
our trade secrets through such breaches or violations. Further, our trade secrets could otherwise become known or be independently discovered by our
competitors.
If we or our current or any future collaborative partner are sued for infringing intellectual property rights of third parties, it will be costly and time
consuming, and an unfavorable outcome in that litigation would have a material adverse effect on our business.*
Our commercial success depends upon our and our current and any future collaborative partner’s ability to develop, manufacture, market and sell
our product and product candidate and use our proprietary technologies without infringing the proprietary rights of third parties. Numerous U.S. and foreign
issued patents and pending patent applications, which are owned by third parties, exist in the fields in which we and our collaborative partner are developing
products. As the biotechnology and pharmaceutical industries expand and more patents are issued, the risk increases that our product and product candidate
and/or proprietary technologies may give rise to claims of infringement of the patent rights of others. There may be issued patents of third parties of which we
are currently unaware that may be infringed by our product or product candidate or proprietary technologies. Because patent applications can take many
years to issue, there may be currently pending applications, unknown to us or our collaborative partner, which may later result in issued patents that our
product or product candidate or proprietary technologies may infringe.
We may be exposed to, or threatened with, future litigation by third parties having patent or other intellectual property rights alleging that our
product or product candidate and/or proprietary technologies infringe their intellectual property rights. If one of these patents is found to cover our product
or product candidate, proprietary technologies or their uses, we or our current or any future collaborative partner could be enjoined by a court and required to
pay damages and could be unable to commercialize our product or product candidate or use our proprietary technologies unless we or they obtained a license
to the patent. A license may not be available to us or our current or any future collaborative partner on acceptable terms, if at all. In addition, during
litigation, the patent holder could obtain a preliminary injunction or other equitable relief which could prohibit us or our current or any future collaborative
partner from making, using or selling our products, technologies or methods pending a trial on the merits, which could be years away.
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There is a substantial amount of litigation involving patent and other intellectual property rights in the biotechnology and pharmaceutical
industries generally. If a third party claims that we or our collaborative partner infringe its intellectual property rights, we may face a number of issues,
including, but not limited to:
•

infringement and other intellectual property claims which, regardless of merit, may be expensive and time-consuming to litigate and may
divert our management’s attention from our core business;

•

substantial damages for infringement, which we may have to pay if a court decides that the product at issue infringes on or violates the
third party’s rights, and if the court finds that the infringement was willful, we could be ordered to pay treble damages and the patent
owner’s attorneys’ fees;

•

a court prohibiting us from selling or licensing the product unless the third party licenses its product rights to us, which it is not required
to do;

•

if a license is available from a third party, we may have to pay substantial royalties and fees and/or grant cross-licenses to intellectual
property rights for our products; and

•

redesigning our products or processes so they do not infringe, which may not be possible or may require substantial monetary
expenditures and time.

We will be obtaining our bupropion SR, zonisamide SR, naltrexone SR, our finished Contrave and Empatic tablets combining these
components, and the packaging for these tablets from third-party manufacturers. Each aspect of product design, formulation, manufacturing, packaging, and
use has the potential to implicate third-party patent rights. We have taken various measures to reduce the potential for infringement. However, we could be
exposed to potential patent infringement liability from other third parties who hold patents on various formulations of bupropion and naltrexone.
No assurance can be given that patents do not exist, have not been filed, or could not be filed or issued, which contain claims covering these or
other aspects of our products, technology or methods, as implemented by us or by third-party manufacturers with whom we contract. Because of the large
number of patents issued and patent applications filed in our field, we believe there is a risk that third parties may allege they have patent rights
encompassing our products, technology or methods. Such third-party patent rights, if relevant, could prevent us or our current or any future collaborative
partner from adopting or marketing a particular formulation or product, or could expose us to patent infringement liability.
Obtaining and maintaining our patent protection depends on compliance with various procedural, document submission, fee payment and other
requirements imposed by governmental patent agencies, and our patent protection could be reduced or eliminated for non-compliance with these
requirements.
Periodic maintenance fees on the Gadde patents covering Empatic and the Weber/Cowley patents covering Contrave, as well as our other issued
patents, are due to be paid to the PTO in several stages over the lifetimes of the patents. We have systems in place to remind us to pay these fees, and we
employ an outside firm, Computer Patent Annuities, to pay annuity fees due to foreign patent agencies on our issued and pending foreign patent
applications. The PTO and various foreign governmental patent agencies require compliance with a number of procedural, documentary, fee payment and
other similar provisions during the patent application process. We employ reputable law firms and other professionals to help us comply, and in many cases,
an inadvertent lapse can be cured by payment of a late fee or by other means in accordance with the applicable rules. However, there are situations in which
noncompliance can result in abandonment or lapse of the patent or patent application, resulting in partial or complete loss of patent rights in the relevant
jurisdiction. In such an event, our competitors might be able to enter the market and this circumstance would have a material adverse effect on our business.
We have not yet registered our trademarks in all of our potential markets, and failure to secure those registrations could adversely affect our business.
We have received U.S. trademark registration number 3396021 for our corporate logo for use in connection with pharmaceutical preparations
and substances for the treatment of obesity, inducement of weight loss and prevention of weight gain. We have obtained trademark registrations in Canada,
the European Union, and Japan for the same mark. In addition, we have received U.S. trademark registration number 3396807 for our corporate name
OREXIGEN for use in connection with pharmaceutical preparations for the treatment of disorders of the central nervous system, or CNS, printed instructional,
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educational and teaching materials in the field of treatment and management of disorders of the CNS, and providing medical information in the field of
disorders of the CNS. We have obtained trademark registrations in Canada, the European Union, and Japan for the same mark and have pending applications
in Brazil and Russia. We have obtained foreign trademark registrations for the corporate name Orexigen Therapeutics, Inc. in the European Union and Japan.
We have received U.S. trademark registration number 3393576 for the mark CONTRAVE for use in connection with pharmaceutical preparations for use in
the treatment of obesity and inducing weight loss. An intent-to-use application for the CONTRAVE mark has been filed in the United States in connection
with certain printed materials and medical information services. We have also obtained foreign trademark registrations for the mark CONTRAVE in Canada,
Europe and Japan and have pending applications in Brazil, Canada, and Russia. In addition, applications for a Contrave logo for use in connection with
pharmaceutical preparations for use in the treatment of obesity and inducing weight loss, certain printed materials and medical information services are
pending in the U.S. and Canada. The Contrave logo is registered in Europe and Japan. An intent-to-use trademark application for the mark EMPATIC is
pending for use in connection with pharmaceutical preparations, including those for use in the treatment of obesity and inducing weight loss, various printed
materials, and medical information services. Foreign trademark registrations have issued in the European Union and Japan for the mark EMPATIC, and an
application remains pending in Canada. However, no assurance can be given that our allowed trademark applications will actually become registered, or that
our registered trademarks can be maintained or enforced. During trademark registration proceedings in the various countries, we have received and expect to
receive rejections. Although we are given an opportunity to respond to those rejections, there can be no assurance that the rejections can be successfully
overcome. In addition, in the PTO and in many foreign jurisdictions, third parties are given an opportunity to oppose pending trademark applications and to
cancel registered trademarks. For example, another pharmaceutical company opposed the registration of EXCALIA, the prior mark for the product candidate
that we now call EMPATIC. No assurance can be given that opposition or cancellation proceedings will not be filed against our trademarks, nor can there be
any assurance that our trademarks would survive such proceedings.
We may be subject to claims that our employees have wrongfully used or disclosed alleged trade secrets of their former employers.
As is common in the biotechnology and pharmaceutical industries, we employ individuals who were previously employed at other
biotechnology or pharmaceutical companies, including our competitors or potential competitors. Although no claims against us are currently pending, we
may be subject to claims that these employees or we have inadvertently or otherwise used or disclosed trade secrets or other proprietary information of their
former employers. Litigation may be necessary to defend against these claims. Even if we are successful in defending against these claims, litigation could
result in substantial costs and be a distraction to management.
Risks Related to Our Finances and Capital Requirements
We have incurred significant operating losses since our inception and anticipate that we will incur continued losses for the foreseeable future.*
We have focused primarily on developing our first approved product, Contrave, and developing our product candidate, Empatic, with the goal of
supporting regulatory approval for these products. We have financed our operations almost exclusively through the sale of our preferred and common stock
and debt and have incurred losses in each year since our inception in September 2002. As of September 30, 2014, we had an accumulated deficit of
approximately $552.6 million. These losses, combined with expected future losses, have had and will continue to have an adverse effect on our stockholders’
equity and working capital. We expect to continue to incur significant and increasing operating losses for the foreseeable future and such losses have had,
and will continue to have, an adverse effect on our stockholders’ equity. Because of the numerous risks and uncertainties associated with developing and
commercializing pharmaceutical products, we are unable to predict the extent of any future losses or when we will become profitable, if at all.
We have not generated any revenue from our product and product candidate and may never be profitable.*
Our ability to become profitable depends upon our ability to generate revenue. With the exception of the amortization of the upfront payment of
$50.0 million from Takeda upon execution of the collaboration agreement and regulatory/development milestones totaling $100.0 million from Takeda, we
have not generated any revenue from our development-stage product candidates, and we do not know when, or if, we will generate any revenue. Takeda
commercially launched Contrave in October 2014. Our ability to generate revenue depends on a number of factors, including, but not limited to, Takeda’s
ability to effectively commercialize Contrave and our ability to:
•

successfully manage our collaborative relationship with Takeda to effectively launch, market and sell Contrave in the United States,
Canada and Mexico;
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•

successfully complete future trials for Contrave, including the required post-marketing studies, and Empatic;

•

maintain regulatory approval of Contrave and obtain regulatory approval for Empatic;

•

manufacture commercial quantities of Contrave and, if approved, Empatic at acceptable cost levels; and

•

identify and enter into one or more additional strategic collaborations to effectively market and sell Empatic or market and sell Contrave
outside the United States, Canada and Mexico, if approved.

We anticipate incurring significant costs associated with the continued development and commercialization of our approved product, Contrave .
We will not achieve profitability until well after the commercial launch of Contrave, if ever. If we or our collaborative partner are unable to generate product
revenues, we will not become sustainably profitable and may be unable to continue operations without continued funding.
We may need additional funds and/or need to enter into additional collaborative or other agreements in order to fund post-marketing studies for Contrave
or clinical trials outside the United States for Contrave, commercialize Contrave outside the United States, Canada and Mexico and continue the
development of Empatic, and we may be unable to raise capital when needed or enter into such an agreement, which would force us to delay, reduce or
eliminate development and commercialization activities required for Contrave, our commercialization efforts for Contrave outside such countries and our
development efforts for Empatic.*
Developing products for the obesity market, conducting clinical trials, establishing outsourced manufacturing relationships and successfully
manufacturing and marketing drugs that we may develop is expensive. We believe that our existing cash, cash equivalents and short-term investments will be
sufficient to meet our projected operating requirements through at least the next 12 months. However, we have based these estimates on assumptions that may
prove to be wrong, and we could spend our available financial resources much faster than we currently expect. Further, we will need additional capital to:
•

fund our operations and to conduct post-marketing requirements for Contrave and to continue to conduct clinical trials to support
potential regulatory approval of Empatic;

•

commercialize Contrave outside the United States, Canada and Mexico, Empatic or any other product candidates that we may develop,
in-license or acquire, if any of these product candidates receives regulatory approval;

•

co-promote Contrave in the United States; and

•

qualify and outsource the commercial-scale of our products under cGMP.

The amount and timing of our future funding requirements will depend on many factors, including, but not limited to:
•

the successful commercialization of Contrave and, if approved, Empatic.

•

the rate of progress and cost of the Light Study, the new CVOT for Contrave and the scope and cost of the additional post-marketing
requirements for Contrave and clinical trials for Empatic, including expenses to support the trials and milestone payments that may
become payable, and the decisions we make with respect to the continued development of Empatic;
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•

the terms and timing of any collaborative, licensing, co-promotion or other arrangements that we may establish with respect to Contrave
or Empatic;

•

the costs of establishing sales, marketing and distribution capabilities in order to commercialize Contrave should we elect to do so;

•

the costs involved in enforcing or defending patent claims or other intellectual property rights;

•

the costs and timing of regulatory approvals for Contrave and Empatic; and

•

the extent to which we in-license, acquire or invest in other indications, products, technologies and businesses.

Future capital requirements will also depend on the extent to which we acquire or invest in additional complementary businesses, products and
technologies. We currently have no commitments or agreements relating to any of these types of transactions.
Until we can generate a sufficient amount of product revenue and achieve profitability, we expect to finance future cash needs through public or
private equity offerings, milestone payments, debt, receivables or royalty financings, or corporate collaboration and licensing arrangements, as well as
through interest income earned on cash and investment balances. We cannot be certain that additional funding will be available on acceptable terms, or at all.
If adequate funds are not available, we may be required to delay, reduce the scope of or eliminate one or more of our development programs or our
commercialization efforts.
Our quarterly operating results may fluctuate significantly.*
We expect our operating results to be subject to quarterly fluctuations. Our net loss and other operating results will be affected by numerous
factors, including:
•

the level of underlying demand for Contrave, wholesalers’ buying patterns with respect to Contrave and Takeda’s ability to successfully
market Contrave under our collaboration agreement;

•

variations in the level of expenses related to our product and product candidate or future development programs;

•

regulatory developments affecting our product and product candidate or those of our competitors;

•

the timing of future payments, if any, we may receive under our collaboration agreement with Takeda;

•

our execution of any additional collaborative, licensing or similar arrangements, and the timing of payments we may make or receive
under these arrangements;

•

addition or termination of clinical trials or funding support; and

•

any intellectual property infringement lawsuit in which we may become involved.
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If our quarterly operating results fall below the expectations of investors or securities analysts, the price of our common stock could decline
substantially. Furthermore, any quarterly fluctuations in our operating results may, in turn, cause the price of our stock to fluctuate substantially. We believe
that quarterly comparisons of our financial results are not necessarily meaningful and should not be relied upon as an indication of our future performance.
Raising additional funds by issuing securities may cause dilution to existing stockholders and raising funds through lending and licensing arrangements
may restrict our operations or require us to relinquish proprietary rights.
To the extent that we raise additional capital by issuing equity securities, our existing stockholders’ ownership will be diluted. Debt, receivables
and royalty financings typically contain covenants that restrict operating activities and may impair our ability to in-license potential products and/or product
candidates. Debt, receivables and royalty financings may also be coupled with an equity component, such as warrants to purchase stock, which could also
result in dilution of our existing stockholders’ ownership.
If we raise additional funds through collaboration, licensing or other similar arrangements, it may be necessary to relinquish potentially valuable
rights to our current product candidates, potential products or proprietary technologies, or grant licenses on terms that are not favorable to us. If adequate
funds are not available, our ability to achieve profitability or to respond to competitive pressures would be significantly limited and we may be required to
delay, significantly curtail or eliminate the development of one or more of our product candidates.
We sold $115 million aggregate principal amount of 2.75% Convertible Senior Notes in December 2013, which may impact our financial results, result in
the dilution of existing stockholders, and restrict our ability to take advantage of future opportunities.*
In December of 2013, we sold $115 million aggregate principal amount of 2.75% Convertible Senior Notes due 2020, or the 2020 Notes. We will
be required to pay interest on the 2020 Notes until they come due, are called by us, or are converted, and the payment of that interest will reduce our net
income. The sale of the 2020 Notes may also affect our earnings per share figures, as accounting requirements require that we include in our calculation of
earnings per share the number of shares of our common stock into which the 2020 Notes are convertible. On June 27, 2014, our stockholders approved a
flexible conversion option that allows us to pay the conversion right on these 2020 Notes in cash and/or shares. The flexible conversion right may allow us to
exclude from the earnings per share calculation the shares of our common stock into which the 2020 Notes are convertible. However, we cannot guarantee
that the flexible conversion option would result in the accounting treatment described above. The 2020 Notes may be converted, under the conditions and at
the premium specified in those 2020 Notes, into shares of our common stock and/or into the cash equivalent of shares of our common stock. If converted into
shares, the 2020 Notes will result in the dilution of our shareholders. If converted into cash, the 2020 Notes may require the payment of significant additional
amounts above the initial principal. The payment of the interest payments, the repayment of the principal, and the potential payment of the conversion
premium will require the use of a substantial amount of our cash, and if such cash is not available, we may be required to sell other assets or enter into
alternate financing arrangements at terms that may or may not be desirable. The existence of the 2020 Notes and the obligations we incurred by issuing them
may restrict our ability to take advantage of certain future opportunities, such as engaging in future debt or equity financing activities, which may reduce or
impair our ability to acquire new businesses or invest in our existing businesses.
We incur significant costs as a result of operating as a public company, and our management is required to devote substantial time to public company
compliance initiatives.
As a public company, we incur significant legal, accounting and other expenses. In addition, the Sarbanes-Oxley Act of 2002, or the SarbanesOxley Act, as well as rules subsequently implemented by the Securities and Exchange Commission, or the SEC, and the Nasdaq Stock Market, Inc., or
Nasdaq, have imposed various requirements on public companies, including establishment and maintenance of effective disclosure and financial controls
and changes in corporate governance practices. Our management and other personnel devote a substantial amount of time to these compliance initiatives.
Moreover, these rules and regulations result in increased legal and financial compliance costs and will make some activities more time-consuming and costly.
The Sarbanes-Oxley Act requires, among other things, that we maintain effective internal controls for financial reporting and disclosure. In
particular, we are required to perform system and process evaluation and testing of our internal controls over financial reporting to allow management and our
independent registered public accounting firm to report on the effectiveness of our internal controls over financial reporting, as required by Section 404 of
the Sarbanes-Oxley Act. Our testing, or the subsequent testing by our independent registered public accounting firm, may reveal deficiencies in our internal
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controls over financial reporting that are deemed to be material weaknesses. We have incurred and continue to expect to incur significant expense and devote
substantial management effort toward ensuring compliance with Section 404. We currently do not have an internal audit function, and we may need to hire
additional accounting and financial staff with appropriate experience and technical accounting knowledge. Moreover, if we do not comply with the
requirements of Section 404, or if we or our independent registered public accounting firm identifies deficiencies in our internal controls that are deemed to
be material weaknesses, the market price of our stock could decline and we could be subject to sanctions or investigations by Nasdaq, the SEC or other
regulatory authorities, which would entail expenditure of additional financial and management resources.
Our results of operations and liquidity needs could be materially negatively affected by market fluctuations and economic downturn.
Our results of operations could be materially negatively affected by economic conditions generally, both in the U.S. and elsewhere around the
world. Domestic and international equity markets have experienced and may continue to experience heightened volatility and turmoil based on domestic
and international economic conditions and concerns. In the event these economic conditions and concerns continue and the markets continue to remain
volatile, our results of operations could be adversely affected by those factors in many ways, including making it more difficult for us to raise funds if
necessary, and our stock price may further decline. In addition, we maintain significant amounts of cash and cash equivalents at one or more financial
institutions that are not federally insured. If economic instability continues, we cannot provide assurance that we will not experience losses on these
investments.
We may lose the ability to use our net operating loss carryforwards, which could prevent or delay us from offsetting future taxable income.
We have incurred substantial losses during our history and do not expect to become profitable in 2014 and may never achieve profitability. To
the extent that we continue to generate taxable losses, unused losses will carry forward to offset future taxable income, if any, until such unused losses expire.
Our federal and state net operating loss carryforwards begin to expire in 2024 and 2015, respectively. Additionally, the future utilization of our net operating
loss carryforwards and credits to offset future taxable income is subject to annual limitations, pursuant to Sections 382 and 383 of the Internal Revenue Code
of 1986, as amended, as a result of ownership changes that have occurred in prior years or may occur in the future, which could defer our ability to utilize or
prevent us from fully utilizing our net operating loss carryforwards and credits, which could have an adverse effect on our results of operations. We completed
an ownership change analysis in accordance with Section 382 from inception through December 31, 2013. As a result of the study, it was determined that we
experienced several ownership changes during this period with the last one occurring in December 2011. The analysis to determine the limitation of NOLs
and federal credits as a result of the ownership changes has not been finalized. When this analysis is finalized, we will reassess the amount of net operating
losses and federal credits subject to limitation under Section 382.
Risks Relating to Securities Markets and Investment in Our Stock
The market price of our common stock has fluctuated and is likely to continue to fluctuate, which could reduce the market price of our common stock.*
The market prices for securities of biotechnology and pharmaceutical companies have historically been highly volatile, and the market has from
time to time experienced significant price and volume fluctuations that are unrelated to the operating performance of particular companies. Over the last
several years, the overall capital markets have been highly volatile. Since the commencement of trading in connection with our initial public offering, or IPO,
the publicly traded shares of our common stock have themselves experienced significant price and volume fluctuations. During the quarter ended
September 30, 2014, the price per share for our common stock on the Nasdaq Global Market has ranged from a low sale price of $4.23 to a high sale price of
$6.53. This market volatility is likely to continue and could reduce the market price of our common stock, regardless of our operating performance. In
addition, the trading price of our common stock could change significantly over short periods of time in response to many factors, including:
•

Announcements regarding the launch and commercial sales for Contrave;

•

FDA or international regulatory actions, including failure to receive regulatory approval outside the United States for Contrave and in
and outside the United States for Empatic;
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•

announcements regarding our clinical trials, including the Light Study, the Ignite Study and the post-marketing required clinical trials,
including the CVOT, for Contrave;

•

announcements regarding Vivus’, Arena’s and Eisai’s approved obesity products, including sales, safety and efficacy results, and their
respective regulatory submissions and/or the results of their respective clinical trials;

•

announcements regarding our other competitors’ regulatory submissions and/or the results of their clinical trials;

•

announcements regarding our collaborative relationship with Takeda;

•

announcements regarding bupropion, naltrexone or zonisamide;

•

announcements regarding manufacturing or supply developments for Contrave or Empatic;

•

failure of any of our product or, if approved, our product candidates to achieve commercial success;

•

developments concerning current or future strategic collaborations;

•

announcements of the introduction of new products by us or our competitors;

•

market conditions in the pharmaceutical and biotechnology sectors;

•

announcements concerning product development results or intellectual property rights of others;

•

litigation or public concern about the safety of our products;

•

actual and anticipated fluctuations in our quarterly operating results;

•

deviations in our operating results from the estimates of securities analysts or other analyst comments;

•

additions or departures of key personnel;

•

healthcare reform measures and other third-party coverage and reimbursement policies; and

•

discussion of us or our stock price by the financial and scientific press and in online investor communities.

The realization of any of the risks described in these “Risk Factors” could also have a dramatic and material adverse impact on the market price
of our common stock.
Future sales of our common stock may depress our stock price.
Any future sales of a substantial number of shares of our common stock in the public market, or the perception that such sales may occur, could
adversely affect the price of our common stock. We cannot predict the effect, if any, that market sales of any such shares of common stock or the availability
of any such shares of common stock for sale would have on the market price of our common stock.
In addition, persons who were our stockholders prior to the sale of shares in our IPO continue to hold a substantial number of shares of our
common stock that they may be able to sell in the public market, subject to the limitations of Rule 144 of the Securities Act of 1933, as amended. Significant
portions of these shares are held by a small number of stockholders. Sales by our current stockholders of a substantial number of shares, or the expectation
that such sales may occur, could significantly reduce the market price of our common stock. For example, certain of our executive officers have established
selling plans under Rule 10b5-1 of the Securities Exchange Act of 1934, as amended, or the Exchange Act, for the purpose of effecting specified sales of our
common stock over a specified period of time. Moreover, the holders of a substantial number of shares of common stock may have rights, subject to certain
conditions, to require us to file registration statements to permit the resale of their shares in the public market or to include their shares in registration
statements that we may file for ourselves or other stockholders.
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We have also registered all common stock that we may issue under our employee benefits plans. As a result, these shares can be freely sold in the
public market upon issuance, subject to restrictions under the securities laws. In addition, our directors and executive officers may in the future establish
programmed selling plans under Rule 10b5-1 of the Exchange Act for the purpose of effecting sales of our common stock, in addition to the already
established plans. If any of these events cause a large number of our shares to be sold in the public market, the sales could reduce the trading price of our
common stock and impede our ability to raise future capital.
Our executive officers, directors, principal stockholders and their respective affiliates will exercise significant influence over stockholder voting matters in
a manner that may not be in the best interests of all of our stockholders.*
As of November 1, 2014, our executive officers, directors, holders of 5% or more of our capital stock and their respective affiliates together
controlled approximately 43.5% of our outstanding common stock, assuming no exercise of outstanding options or warrants. As a result, these stockholders
will collectively be able to significantly influence all matters requiring approval of our stockholders, including the election of directors and approval of
significant corporate transactions. The concentration of ownership may delay, prevent or deter a change in control of our company even when such a change
may be in the best interests of some stockholders, could deprive our stockholders of an opportunity to receive a premium for their common stock as part of a
sale of our company or our assets and might affect the prevailing market price of our common stock.
Anti-takeover provisions under our charter documents and Delaware law could delay or prevent a change of control which could limit the market price of
our common stock and may prevent or frustrate attempts by our stockholders to replace or remove our current management.
Our amended and restated certificate of incorporation and amended and restated bylaws contain provisions that could delay or prevent a change
of control of our company or changes in our board of directors that our stockholders might consider favorable. Some of these provisions include:
•

a board of directors divided into three classes serving staggered three-year terms, such that not all members of the board will be elected at
one time;

•

a prohibition on stockholder action through written consent;

•

a requirement that special meetings of stockholders be called only by the chairman of the board of directors, the chief executive officer,
the president or by a majority of the total number of authorized directors;

•

advance notice requirements for stockholder proposals and nominations;

•

a requirement of approval of not less than 66 2/ 3% of all outstanding shares of our capital stock entitled to vote to amend any bylaws by
stockholder action, or to amend specific provisions of our certificate of incorporation; and

•

the authority of the board of directors to issue preferred stock on terms determined by the board of directors without stockholder
approval.

In addition, we are governed by the provisions of Section 203 of the Delaware General Corporate Law, which may prohibit certain business
combinations with stockholders owning 15% or more of our outstanding voting stock. These and other provisions in our amended and restated certificate of
incorporation, amended and restated bylaws and Delaware law could make it more difficult for stockholders or potential acquirers to obtain control of our
board of directors or initiate actions that are opposed by the then-current board of directors, including to delay or impede a merger, tender offer or proxy
contest involving our company. Any delay or prevention of a change of control transaction or changes in our board of directors could cause the market price
of our common stock to decline.
We have never paid dividends on our capital stock, and because we do not anticipate paying any cash dividends in the foreseeable future, capital
appreciation, if any, of our common stock will be your sole source of gain on an investment in our stock.
We have paid no cash dividends on any of our classes of capital stock to date and we currently intend to retain our future earnings, if any, to fund
the development and growth of our business. We do not anticipate paying any cash dividends on our common stock in the foreseeable future. As a result,
capital appreciation, if any, of our common stock will be your sole source of gain for the foreseeable future.
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We may become involved in securities class action litigation that could divert management’s attention and harm our business and could subject us to
significant liabilities. *
The stock markets have from time to time experienced significant price and volume fluctuations that have affected the market prices for the
common stock of pharmaceutical companies. These broad market fluctuations may cause the market price of our common stock to decline. In the past,
securities class action litigation has often been brought against a company following a decline in the market price of its securities. This risk is especially
relevant for us because biotechnology and biopharmaceutical companies have experienced significant stock price volatility in recent years. We may become
involved in this and other types of shareholder litigation in the future. Litigation often is expensive and diverts management’s attention and resources, which
could adversely affect our business.
In May 2013, we received a shareholder demand alleging that certain option grants to our President and Chief Executive Officer, Michael A.
Narachi, our Chief Business Officer and acting-Chief Financial Officer, Joseph P. Hagan, and our Senior Vice President, General Counsel and Secretary,
Heather D. Turner, in 2011 were granted in excess of the 1,500,000 share limit set forth in Section 3.3 of the Orexigen Therapeutics, Inc. 2007 Equity
Incentive Award Plan, or Plan, as to the number of shares of our common stock with respect to which one or more stock awards may be granted to any one
eligible participant during any of our fiscal years. We refer to this limit as the 162(m) Award Limit. Our board of directors established a demand review
committee composed of independent directors to conduct an investigation with respect to the shareholder demand and to make recommendations to our
board of directors. The demand review committee engaged independent counsel as part of its investigation and evaluated (1) the terms of the Plan, (2) the
initial issuance procedures for the option grants to Mr. Narachi, Mr. Hagan and Ms. Turner during 2011, (3) the authority available to the compensation
committee of our board of directors under its charter and the Plan, (4) the expectations of the award recipients and (5) the intent of our board of directors and
the compensation committee regarding the availability of an exemption from the deductibility limitations of Section 162(m) of the Internal Revenue Code
for such option grants. Following its investigation, the demand review committee determined that the 162(m) Award Limit first became effective as of June 2,
2011, and that, therefore, awards granted under the Plan prior to June 2, 2011, did not count toward the 162(m) Award Limit. The demand review committee
determined that the awards granted to Mr. Hagan between June 2, 2011 and December 31, 2011 did not exceed the 162(m) Award Limit. The demand review
committee further determined that the options granted to Mr. Narachi and Ms. Turner, including the portion of such awards in excess of the 162(m) Award
Limit, were validly approved under the Plan, although the portion of those awards in excess of the 162(m) Award Limit does not qualify as performancebased compensation under Section 162(m). In September 2013, the compensation committee amended the Plan, with the approval of our board of directors, to
take the following actions: (1) to clarify that the 162(m) Award Limit only applies to awards or the portion thereof intended to qualify as performance-based
compensation under Section 162(m); and (2) to confirm that the compensation committee has the authority to make awards in excess of the 162(m) Award
Limit, which board action we refer to as the Plan Amendment. The Plan Amendment is deemed effective as of June 10, 2011, consistent with the authority of
the compensation committee as administrator of the Plan as of that date. Any grants under the Plan in excess of the 162(m) Award Limit are not intended to
qualify as performance-based compensation under Section 162(m).
On December 6, 2013, a plaintiff claiming to be a shareholder of ours filed a derivative lawsuit purportedly on behalf of us against certain of our
officers and the members of our board of directors, in the Superior Court for the State of California, County of San Diego, captioned Wilkin v. Narachi, et al.
On December 9, 2013, the same shareholder who made a demand on the board in May 2013 filed a derivative lawsuit purportedly on behalf of us against
certain of our officers and current and former members of our board of directors in the United States District Court, for the Southern District of California,
captioned Turgeman v. Narachi, et al. Both of the lawsuits assert claims for breach of fiduciary duty, waste and unjust enrichment based on, among other
things, the alleged grant of stock options to certain officers in excess of the 162(m) Award Limit, repricing stock options allegedly in violation of our equity
incentive plan, the board of directors’ conduct in responding to the May 2013 shareholder demand, and making allegedly false and misleading statements.
Both of the lawsuits seek, among other things, declaratory relief, corporate governance reforms, rescission of certain stock option awards, rescission of the
Plan Amendment, injunctive relief, damages, restitution, disgorgement and attorney’s fees. On July 23, 2014, we and the individual defendants filed a motion
to dismiss the Turgeman complaint. The judge has not yet ruled on the motion. We and the individual defendants filed a motion to dismiss the Wilkin
complaint on August 13, 2014. On October 24, 2014, the judge granted the motion to dismiss with leave to amend the complaint. The plaintiff’s deadline to
file an amended complaint is November 19, 2014. Although management believes that the claims lack merit and intends to defend against them vigorously,
there are uncertainties inherent in any litigation and we cannot predict the outcome.
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It is possible that securities class action litigation may be brought against us following stock price declines related to the release of information
regarding our Contrave sales or future clinical trial results, or related to the matters alleged in the May 2013 shareholder demand and/or the Plan Amendment.
Any adverse determination in such litigation could subject us to significant liabilities.
ITEM 2.

UNREGISTERED SALES OF EQUITY SECURITIES AND USE OF PROCEEDS

None.
ITEM 3.

DEFAULTS UPON SENIOR SECURITIES

None.
ITEM 4.

MINE SAFETY DISCLOSURES

None.
ITEM 5.

OTHER INFORMATION

None.
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ITEM 6.

EXHIBITS

Exhibit
Number

3.1(1)
3.2(2)
3.3(1)
3.4(3)
4.1(1)
4.2(4)
4.3(5)
10.1 †
31.1*
31.2*
32.1*
32.2*
101

Description

Amended and Restated Certificate of Incorporation of the Registrant
Certificate of Amendment of Amended and Restated Certificate of Incorporation of the Registrant
Amended and Restated Bylaws of the Registrant
Amendment to Amended and Restated Bylaws of the Registrant
Form of the Registrant’s Common Stock Certificate
Form of Warrant to Purchase Common Stock
Indenture dated as of December 6, 2013 by and between the Registrant and Wilmington Trust, National Association, as trustee
Manufacturing Services Agreement, dated September 2, 2014, by and between the Registrant and Takeda Pharmaceutical Company Limited
Certification of Chief Executive Officer pursuant to Rules 13a-14 and 15d-14 promulgated pursuant to the Securities Exchange Act of 1934, as
amended
Certification of Chief Financial Officer pursuant to Rules 13a-14 and 15d-14 promulgated pursuant to the Securities Exchange Act of 1934, as
amended
Certification of Chief Executive Officer pursuant to Section 906 of the Sarbanes-Oxley Act of 2002
Certification of Chief Financial Officer pursuant to Section 906 of the Sarbanes-Oxley Act of 2002
The following financial statements and footnotes from the Orexigen Therapeutics Inc. Quarterly Report on Form 10-Q for the quarter ended
September 30, 2014 formatted in eXtensible Business Reporting Language (XBRL): (i) Balance Sheets; (ii) Statements of Operations; (iii)
Statements of Comprehensive Income (Loss); (iv) Statements of Cash Flows; and (v) the Notes to Unaudited Financial Statements.

(1)

Filed with the Registrant’s Registration Statement on Form S-1 on December 19, 2006, as amended (File No. 333-139496).

(2)

Filed with the Registrant’s Registration Statement on Form S-8 on September 22, 2011.

(3)

Filed with the Registrant’s Current Report on Form 8-K on July 3, 2014.

(4)

Filed with the Registrant’s Current Report on Form 8-K on December 15, 2011.

(5)

Filed with the Registrant’s Current Report on Form 8-K on December 9, 2013.

*

These certifications are being furnished solely to accompany this quarterly report pursuant to 18 U.S.C. Section 1350, and are not being filed for
purposes of Section 18 of the Securities Exchange Act of 1934 and are not to be incorporated by reference into any filing of Orexigen Therapeutics,
Inc., whether made before or after the date hereof, regardless of any general incorporation language in such filing.
Confidential treatment has been requested for portions of this exhibit. These portions have been omitted from the exhibit and filed separately with the
Securities and Exchange Commission.

†
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SIGNATURES
Pursuant to the requirements of the Securities Exchange Act of 1934, the registrant has duly caused this report to be signed on its behalf by the
undersigned thereunto duly authorized.
OREXIGEN THERAPEUTICS, INC.
Date: November 10, 2014

By: /s/ Michael A. Narachi
Michael A. Narachi
President and Chief Executive Officer
(Principal Executive Officer)

Date: November 10, 2014

By: /s/ Joseph P. Hagan
Joseph P. Hagan
Chief Business Officer
(Principal Financial and Accounting Officer)
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INDEX TO EXHIBITS
Exhibit
Number

3.1(1)
3.2(2)
3.3(1)
3.4(3)
4.1(1)
4.2(4)
4.3(5)
10.1 †
31.1*
31.2*
32.1*
32.2*
101

Description

Amended and Restated Certificate of Incorporation of the Registrant
Certificate of Amendment of Amended and Restated Certificate of Incorporation of the Registrant
Amended and Restated Bylaws of the Registrant
Amendment to Amended and Restated Bylaws of the Registrant
Form of the Registrant’s Common Stock Certificate
Form of Warrant to Purchase Common Stock
Indenture dated as of December 6, 2013 by and between the Registrant and Wilmington Trust, National Association, as trustee
Manufacturing Services Agreement, dated September 2, 2014, by and between the Registrant and Takeda Pharmaceutical Company Limited
Certification of Chief Executive Officer pursuant to Rules 13a-14 and 15d-14 promulgated pursuant to the Securities Exchange Act of 1934, as
amended
Certification of Chief Financial Officer pursuant to Rules 13a-14 and 15d-14 promulgated pursuant to the Securities Exchange Act of 1934, as
amended
Certification of Chief Executive Officer pursuant to Section 906 of the Sarbanes-Oxley Act of 2002
Certification of Chief Financial Officer pursuant to Section 906 of the Sarbanes-Oxley Act of 2002
The following financial statements and footnotes from the Orexigen Therapeutics Inc. Quarterly Report on Form 10-Q for the quarter ended
September 30, 2014 formatted in eXtensible Business Reporting Language (XBRL): (i) Balance Sheets; (ii) Statements of Operations; (iii)
Statements of Comprehensive Income (Loss); (iv) Statements of Cash Flows; and (v) the Notes to Unaudited Financial Statements.

(1)

Filed with the Registrant’s Registration Statement on Form S-1 on December 19, 2006, as amended (File No. 333-139496).

(2)

Filed with the Registrant’s Registration Statement on Form S-8 on September 22, 2011.

(3)

Filed with the Registrant’s Current Report on Form 8-K on July 3, 2014.

(4)

Filed with the Registrant’s Current Report on Form 8-K on December 15, 2011.

(5)

Filed with the Registrant’s Current Report on Form 8-K on December 9, 2013.

*

These certifications are being furnished solely to accompany this quarterly report pursuant to 18 U.S.C. Section 1350, and are not being filed for
purposes of Section 18 of the Securities Exchange Act of 1934 and are not to be incorporated by reference into any filing of Orexigen Therapeutics,
Inc., whether made before or after the date hereof, regardless of any general incorporation language in such filing.
Confidential treatment has been requested for portions of this exhibit. These portions have been omitted from the exhibit and filed separately with the
Securities and Exchange Commission.
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Exhibit 10.1
CERTAIN MATERIAL (INDICATED BY AN ASTERISK) HAS BEEN OMITTED FROM THIS DOCUMENT PURSUANT TO A REQUEST FOR CONFIDENTIAL
TREATMENT. THE OMITTED MATERIAL HAS BEEN FILED SEPARATELY WITH THE SECURITIES AND EXCHANGE COMMISSION.
MANUFACTURING SERVICES AGREEMENT
This MANUFACTURING SERVICES AGREEMENT (the “Agreement”) is made and entered into as of September 2, 2014 (the “Effective Date”) by and
between Orexigen Therapeutics, Inc., a Delaware corporation with its principal place of business at 3344 N. Torrey Pines Court, Suite 200, La Jolla,
California 92037, United States of America (“Orexigen”), and Takeda Pharmaceutical Company Limited, a company incorporated under the laws of
Japan, with its principal place of business at 1-1, Doshomachi 4-chome, Chuo-ku, Osaka, 540-8645, Japan (“Takeda”). Orexigen and Takeda are sometimes
referred to herein individually as a “Party” and collectively as the “Parties”.

RECITALS
WHEREAS, the Parties have entered into that certain Collaboration Agreement, dated September 1, 2010, as amended by Amendment Number 1 to
Collaboration Agreement effective as of September 26, 2013 (collectively, the “Collaboration Agreement”), pursuant to which Orexigen has granted
Takeda certain rights to Develop, Manufacture and Commercialize the Product in the Territory; and
WHEREAS, pursuant to Article 4 of the Collaboration Agreement, Orexigen has agreed to manufacture and supply to Takeda, and Takeda has agreed to
purchase from Orexigen, all of Takeda’s, its Affiliates’ or permitted Sublicensees’ requirements for Commercialization of the Product (other than Commercial
Packaging) in the Territory until such time, if ever, that Takeda assumes responsibility for the manufacture and supply of the Product, including pursuant to
Section 3.6.1 of this Agreement or Section 4.2 of the Collaboration Agreement.
NOW T HEREFORE, in consideration of the mutual promises and covenants set forth below, the Parties agree as follows:

ARTICLE 1
DEFINITIONS
Capitalized terms used herein and not defined below shall have the respective meanings assigned to such terms in the Collaboration Agreement; if a
term is defined in this Agreement in a manner which differs from its definition in the Collaboration Agreement, for purposes of this Agreement, the definition
contained in this Agreement shall govern.
1.1 “Actual Annual Yield” has the meaning set forth for such term in the Patheon Agreement, or shall have such other meaning as agreed to in writing
by the Parties.
1.2 “Batch” means a specific quantity of the Product (consisting of a number of tablets based on demonstrated Actual Annual Yield), that is intended
to have uniform character and quality, within specified limits, and is produced according to a single manufacturing order.
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1.3 “Calendar Quarter” means the respective periods of three (3) consecutive calendar months ending on March 31, June 30, September 30 and
December 31; provided, however, that (a) the first Calendar Quarter of the Term shall extend from the Effective Date to the end of the first Calendar Quarter
thereafter; and (b) the last Calendar Quarter of the Term shall end upon the effective date of expiration or termination of this Agreement.
1.4 “Calendar Year” means (a) for the first Calendar Year of the Term, the period beginning on the Effective Date and ending on December 31, 2014,
(b) for each Calendar Year of the Term thereafter, each successive period beginning on January 1 and ending twelve (12) consecutive calendar months later
on December 31, and (c) for the last Calendar Year of the Term, the period beginning on January 1 of the Calendar Year in which this Agreement expires or
terminates and ending on the effective date of expiration or termination of this Agreement.
1.5 “Capacity Percentage” means [***] percent ([***]%), or such other percentage as agreed to in writing by the Parties.
1.6 “cGMPs” means the applicable current good manufacturing practices as described in Parts 210 and 211 of Title 21 of the United States Code of
Federal Regulations, together with the latest FDA guidance documents pertaining to manufacturing and quality control practice (including the FDA’s
Guidance for Industry, Manufacturing, Processing, or Holding Active Pharmaceutical Ingredients), all as updated, amended and revised from time to time,
and, as applicable, any similar or equivalent regulations and requirements in jurisdictions outside the U.S.
1.7 “Commercially Reasonable Efforts” means, with respect to the efforts to be expended, or considerations to be undertaken, by a Party and/or its
Affiliates with respect to any objective, activity or decision to be undertaken hereunder, reasonable, good faith efforts to accomplish such objective, activity
or decision as such Party would normally use to accomplish a similar objective, activity or decision under similar circumstances.
1.8 “Contrave” means the Orexigen proprietary formulation of bupropion hydrochloride and naltrexone hydrochloride, formulated in a sustained
release formulation, as described in the NDA No. 20-0063. For clarity, Contrave may be used for clinical development or commercial purposes.
1.9 “Delivery of Launch Supplies” means Launch Supplies are available and at the disposal of Takeda at Orexigen packaging site not later than the
Launch Supplies Delivery Date.
1.10 “Effective Date” has the meaning set forth in the first paragraph of this Agreement.
1.11 “Facility Consulting Support” means services that are primarily provided on-site at a Third Party Manufacturer by a Third Party consultant who
has special knowledge, skill and/or expertise relating to a particular field, job or area of [***], and the like; provided, further, such services are intended to
include activities and responsibilities that would not otherwise be provided by personnel of Orexigen or Takeda in their respective normal course of business.
***

Certain information on this page has been omitted and filed separately with the Commission. Confidential treatment has been requested with respect
to the omitted portions.
Page 2 of 35

1.12 “Firm Order” has the meaning set forth in Section 3.2.
1.13 “Forecast” has the meaning set forth in Section 3.1.1.
1.14 “Initial Month” has the meaning set forth in Section 3.1.1.
1.15 “Knowledge” means, as applied to a Party in this Agreement, that such Party shall be deemed to have knowledge of a particular fact or other
matter to the extent that a reasonably prudent person with experience in or with the pharmaceutical industry and with primary responsibility for the
applicable subject matter would know of such fact or other matter upon reasonably diligent inquiry.
1.16 “Launch Supplies” means the full quantity of Product in finished bulk form [***], by dosage strength, ordered by Takeda for commercial launch
of Product in the U.S., which at the time of Delivery of Launch Supplies, will have a minimum of nine (9) months remaining shelf life and will comply with
the terms of this Agreement.
1.17 “Launch Supplies Delivery Date” means the delivery date specified in Takeda’s Firm Order for Launch Supplies issued to Orexigen at least [***]
prior to such delivery date; provided, however, that if any delay in Delivery of Launch Supplies, is caused by Takeda, then such delivery date shall be
extended for each day such delivery may be delayed.
1.18 “Manufacturing Capacity” means the Capacity Percentage multiplied by the annual manufacturing capacity [***] ([***] of the Product) over
the course of the applicable rolling twelve (12) month period.
1.19 “Manufacturing Payments” means Obsolete Material Costs, Period Costs, and the Transfer Price payable by Takeda pursuant to this Agreement.
1.20 “Obsolete Material Costs” means the costs of materials, including [***]. For the avoidance of doubt, Obsolete Material Costs shall not include
[***]. Obsolete Material Costs shall be accounted for in accordance with GAAP or IFRS, as applicable.
1.21 “Patheon” means, collectively, Patheon Pharmaceuticals Inc. and Patheon Inc.
1.22 “Patheon Agreement” means the Manufacturing Services Agreement dated March 12, 2010 between Orexigen and Patheon, as it may be
amended from time to time.
1.23 “Period Costs” means the costs, [***]. For the avoidance of doubt, Period Costs shall not include [***]. Period Costs shall be accounted for in
accordance with GAAP or IFRS, as applicable.
***
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1.24 “Pharmacovigilance Agreement” means an agreement entered into between the Parties concerning matters relating to the management and
exchange of safety information as described in Section 3.6 of the Collaboration Agreement.
1.25 “Product” means the Orexigen proprietary formulation of bupropion hydrochloride and naltrexone hydrochloride, formulated in a sustained
release formulation, as described in NDA No. 200063, [***] for commercial sale, solely in one or more of the forms set forth in Exhibit 1.25, as such Exhibit
may be supplemented or amended from time to time in upon mutual written agreement of the Parties in accordance with Section 7.3.3.
1.26 “Quality Agreement” has the meaning set forth in Section 9.1.
1.27 “Recall” means any product recall, field correction, or withdrawal of the Product in the Territory.
1.28 “Recall Costs” has the meaning set forth in Section 10.2.
1.29 “Safety Stock” means inventory of Licensed Compounds, excipients, laboratory supplies, and the Product deemed necessary by the JMC for the
Territory to be maintained in order to manage demand or supply risks associated with the Product in the Territory.
1.30 “[***]” means [***].
1.31 “Specifications” means the formulations, manufacturing directions, packaging specifications, testing methods, sampling instructions, quality
control procedures and finished product specifications, as amended from time to time in accordance with Section 7.3. The Specifications in effect as of the
Effective Date are attached as Exhibit 1.31.
1.32 “Takeda Damages” has the meaning set forth in Section 3.6.3.
1.33 “Term” has the meaning set forth in Section 13.1.
1.34 “Third Party Manufacturer” has the meaning set forth in Section 2.3.1.
1.35 “Third Party Manufacturer Agreements” means those agreements set forth in Exhibit 2.3.1, as such Exhibit may be revised from time to time as
set forth in Section 2.3.
1.36 “Three Year Forecast” has the meaning set forth in Section 3.1.2.
1.37 “Transfer Price” means the [***] costs associated with the Manufacture of the Product [***]. The Transfer Price will not include any (a) Period
Costs, (b) Obsolete Material Costs, (c) [***], (d) [***], or (e) [***]. The Transfer Price shall be accounted for in accordance with GAAP or IFRS, as applicable.
***
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ARTICLE 2
PRODUCT MANUFACTURE AND SUPPLY
2.1 Purchase and Supply. Subject to the provisions of this Agreement and the Collaboration Agreement, Orexigen shall Manufacture or have
Manufactured, and supply or have supplied, and Takeda shall purchase from Orexigen, all of Takeda’s requirements of the Product for Commercialization of
the Product in the Territory, in accordance with the terms and conditions of this Agreement. Without limiting Orexigen’s obligations hereunder, Orexigen
shall use Commercially Reasonable Efforts to meet Takeda’s requirements for the Product in the Territory. Unless and until Manufacture of the Product is
transferred to Takeda, including pursuant to Section 3.6.1 of this Agreement or Section 4.2 of the Collaboration Agreement, and except as otherwise set forth
in Section 4.4 of the Collaboration Agreement, Orexigen shall retain and have the sole and exclusive right and obligation to Manufacture, have
Manufactured, supply or have supplied all of Takeda’s requirements of the Product for Commercialization in the Territory itself or through its Third Party
Manufacturers during the Term. For clarity, Takeda shall be responsible for performing Commercial Packaging in the Territory in accordance with Section 4.4
of the Collaboration Agreement.
2.2 Manufacturing Capacity. As part of the forecasting process under Section 3.1, the Parties will cooperate to provide for the supply of Takeda’s
requirements of the Product hereunder. Takeda acknowledges that Orexigen shall have satisfied its supply obligations under this Agreement if Orexigen has
supplied to Takeda, under this Agreement and any agreement between the Parties and/or their Affiliates for supply of Contrave for Development, (a) [***], or
(b) [***], in each case of (a) and (b) [***]. By way of example, if the Manufacturing Capacity is equal to [***], Takeda shall be entitled to forecast, and
Orexigen shall be obligated to supply, [***], Takeda shall also be entitled to forecast, and Orexigen will supply to Takeda, [***]. Any Manufacturing
Capacity not used by Takeda during the [***]. For example, if Takeda does not [***]. Conversely, if, for example, Takeda [***].
2.3 Third Party Manufacturers.
2.3.1 Orexigen Subcontracting. Orexigen may subcontract any or all of its obligations pursuant to this Agreement to any or all of the Third
Party manufacturers set forth in Exhibit 2.3.1, as such Exhibit may be revised from time to time as set forth in Section 2.3.2 or 2.3.3 (the “Third Party
Manufacturers”). For purposes of this Section 2.3, the term “manufacturer” is considered to be inclusive of all facilities designated in the corresponding
section of the NDA. These include, but are not limited to, testing laboratories and packaging facilities. Orexigen acknowledges that it has entered into Third
Party Manufacturer Agreements with the Third Party Manufacturers set forth in Exhibit 2.3.1, and, unless otherwise specified in Exhibit 2.3.1, such Third
Party Manufacturers shall undertake the Manufacture of the Product or active pharmaceutical ingredients contained in the Product for a period of at least
[***] ([***]) years after First Commercial Sale. Orexigen shall be responsible for the day-to-day management of all Third Party Manufacturer relationships
until such time, if ever, responsibility for Manufacturing is transferred to Takeda, including pursuant to Section 3.6.1 of this Agreement or Section 4.2 of the
Collaboration Agreement.
***
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2.3.2 Amendments to Third Party Manufacturer Agreements. Orexigen shall not amend any Third Party Manufacturer Agreement in any
manner that could have a material impact on the Manufacture of the Product for Takeda under this Agreement or Takeda’s ability to Commercialize or
Develop the Product in the Territory without Takeda’s prior written consent, which consent shall not be unreasonably withheld, conditioned, or delayed.
Orexigen shall provide Takeda with a copy of each amendment to a Third Party Manufacturer Agreement promptly after its execution, and shall update
Exhibit 2.3.1 to reflect such amendment.
2.3.3 Takeda Consent to Third Party Manufacturer Agreements. Takeda hereby consents to the Manufacture of the Product by the Third Party
Manufacturers listed in Exhibit 2.3.1 as of the Effective Date. Orexigen shall be required to seek Takeda’s prior written consent before subcontracting any or
all of its obligations pursuant to this Agreement to a Third Party manufacturer that is not listed in Exhibit 2.3.1, which consent shall not be unreasonably
withheld, conditioned, or delayed.
2.3.4 Maintenance of Third Party Manufacturer Agreements. Orexigen agrees that it shall use Commercially Reasonable Efforts to maintain
the Third Party Manufacturer Agreements in force and effect as required to satisfy its supply obligations under this Agreement unless otherwise mutually
agreed to in writing by the Parties.
2.4 Inventions and Intellectual Property. Ownership of any and all inventions conceived or reduced to practice solely by a Party or such Party’s
employees, consultants, or contractors (including Third Party Manufacturers) or jointly by the Parties or the Parties’ employees, consultants or contractors
(including Third Party Manufacturers) in the course of activities performed under or contemplated by this Agreement, any and all intellectual property rights
therein, and any and all patent applications and patents resulting therefrom shall be subject to the provisions of Sections 9.1 to 9.5 of the Collaboration
Agreement.

ARTICLE 3
FORECASTING AND ORDERING
3.1 Forecasts.
3.1.1 Twelve-Month Forecasts. At least [***] ([***]) months prior to the first day of the month in which Takeda requests initial delivery of the
Product (such month, the “Initial Month”), Takeda shall provide Orexigen with a twelve (12) month rolling forecast for the quantity of the Product to be
delivered in each month of the twelve (12) month rolling forecast (each, a “Forecast”), with the first such forecast beginning with the quantity of Batches of
the Product that Takeda expects to be delivered beginning with the Initial Month. No later than the [***] thereafter, Takeda will provide Orexigen with an
updated Forecast. On a monthly basis, the Parties will review the Forecast for months [***] ([***]) through [***] ([***]) and use Commercially Reasonable
Efforts to (i) [***], or (ii) [***]. Subject to Sections 2.2 and 3.5, the
***
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quantity of the Product provided for in the first [***] ([***]) months of each revised Forecast will be binding on each of the Parties, such that Takeda will be
obligated to purchase, and Orexigen will be obligated to supply, the quantity of the Product forecasted for delivery in such months. The most recent revised
Forecast will prevail over all previous Forecasts.
3.1.2 Three Year Forecasts. At least [***] ([***]) months prior to the Initial Month, Takeda shall provide Orexigen with a written three (3) year
forecast (of which the first year shall consist of the Forecast provided under Section 3.1.1, and the second and third years of this three (3) year forecast shall be
broken down by Calendar Quarters) of the quantity of Batches of the Product Takeda then anticipates it will require to be delivered to Takeda during the
three (3) year period, which forecast shall be non-binding except for the first [***] ([***]) months covered by such forecast, and shall be used by Orexigen for
planning purposes (the “Three Year Forecast”). In addition, on or before the [***] of each [***], Takeda will provide Orexigen with an updated rolling
Three Year Forecast.
3.2 Firm Orders. Subject to Sections 2.2 and 3.5, Takeda shall issue binding written orders in the form of original (i.e., not copies) purchase orders to
purchase Batches of the Product under this Agreement (“Firm Orders”), each of which shall specify the type and quantity of Batches of the Product to be
delivered and the requested delivery date. For clarity, Takeda is required to order the Product in full Batches, unless otherwise mutually agreed to in writing.
Takeda shall submit a Firm Order to Orexigen at least [***] ([***]) months prior to the delivery date indicated in such Firm Order. Unless otherwise mutually
agreed to by the Parties, [***]. Any term or condition in a Firm Order, confirmation, or other document furnished by a Party that is inconsistent with the terms
and conditions of this Agreement will not be binding on the Parties. For Launch Supplies, Takeda will issue a Firm Order at least [***] ([***]) months prior to
the Launch Supplies Delivery Date, and Orexigen may invoice the estimated Transfer Price when Orexigen completes Delivery of Launch Supplies.
3.3 Order Confirmation. Within [***] ([***]) days after receipt of Takeda’s Firm Order, Orexigen shall confirm or decline the Firm Order in writing;
provided, however, that Orexigen may decline a Firm Order only with respect to quantities of the Product in excess of those set forth in the binding portion of
the Forecast for the relevant period. [***]. For clarity, Orexigen shall use Commercially Reasonable Efforts to supply quantities of the Product requested by
Takeda that are in excess of those set forth in the binding portion of the Forecast for the relevant period. All Firm Orders confirmed by Orexigen will be
binding and may not be cancelled or modified by either Party without the other Party’s written consent. For clarity, if Takeda cancels a Firm Order, Takeda is
obligated to pay to Orexigen only the direct Third Party costs incurred by Orexigen and its Third Party Manufacturers in connection with the Product that is
subject to such cancellation.
3.4 Delivery of Launch Supplies. Notwithstanding anything to the contrary contained in this Agreement, in order to achieve Delivery of Launch
Supplies, Orexigen shall deliver the Launch Supplies to Takeda by the Launch Supplies Delivery Date. If Orexigen fails to achieve Delivery of Launch
Supplies by the Launch Supplies Delivery Date, then Takeda will have solely the remedies set forth in Section 3.6.1(a) and (b) and the following remedy:
Takeda shall not be obligated to pay the Ten Million Dollar ($10,000,000) second milestone event payment under the heading “Development Milestones”
set forth in Section 7.2.1 of the Collaboration Agreement and Orexigen shall forfeit receipt of such payment.
***
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3.5 Allocation of Supply. If Orexigen is unable, using Commercially Reasonable Efforts, to supply Takeda’s requirements of the Product for the
Territory as set forth in Takeda’s binding Firm Orders, then, unless otherwise agreed in writing by the Parties, for as long as the shortage shall last, Takeda
shall receive [***].
3.6 Remedies for Failure to Supply.
3.6.1 Takeda Assumption of Manufacturing Responsibilities. Subject to Section 3.6.2, upon the occurrence of any of the following events
during the Term, whether the first occurrence or any subsequent occurrence thereof, Takeda may, at its election made in writing to Orexigen, and subject to
the provisions of Section 14.1 of the Collaboration Agreement and a mutually agreed upon transition plan, (a) [***], and/or (b) [***]:
(i) Orexigen fails to achieve Delivery of Launch Supplies by the Launch Supplies Delivery Date;
(ii) Orexigen fails to deliver the Product, other than Launch Supplies as addressed in Section 3.6.1(i), within [***] ([***]) Business Days
after the specified delivery date set forth in any Firm Order submitted in accordance with Section 3.2 and confirmed by Orexigen in accordance with
Section 3.3;
(iii) Orexigen fails to deliver in any [***] at least [***] percent ([***]%) of the Batches of the Product ordered by Takeda in a Firm Order
submitted in accordance with Section 3.2 and confirmed by Orexigen in accordance with Section 3.3; or
(iv) Orexigen or any of its Affiliates files in any court or agency pursuant to any statute or regulation of any state or country, a petition in
bankruptcy for insolvency or for reorganization or for the appointment of a receiver or trustee of such Person or of substantially all of its assets, or if such
Person is served with an involuntary petition against it, filed in any insolvency proceeding, and such petition shall not be dismissed within sixty (60) days
after the filing thereof, or if such Person shall propose or be a party to any dissolution or liquidation, or if such Person shall make an assignment of
substantially all of its assets for the benefit of creditors.
3.6.2 Unexpected Increase in Demand for Product. Takeda’s remedies under Section 3.6.1 will not apply if a failure by Orexigen under
Section 3.6.1(i), (ii), or (iii) is caused by an unexpected increase in Takeda’s demand for the Product in the Territory, including Firm Orders for the Product,
that exceeds (i) Orexigen’s ability to obtain additional supply of Licensed Compounds and the Product necessary to meet such demand after using available
Safety Stock for the Territory, (ii) Patheon’s obligation to supply the Product to Orexigen under the Patheon Agreement, and/or (iii) the Manufacturing
Capacity.
***
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3.6.3 Recovery of Takeda Damages. Orexigen shall [***]. For the avoidance of doubt [***].
3.7 Exclusive Remedies. EXCEPT AS SET FORTH IN ARTICLES 8, 10, AND 12, TAKEDA’S SOLE REMEDY FOR ANY FAILURE BY OREXIGEN
TO ACHIEVE DELIVERY OF LAUNCH SUPPLIES AND/OR SUPPLY THE PRODUCT IN ACCORDANCE WITH THE TERMS OF THIS AGREEMENT
SHALL BE THE REMEDIES SET FORTH IN SECTIONS 3.4 (AS APPLICABLE), 3.5, 3.6.1(a) AND (b), AND 3.6.3 (AS APPLICABLE). For clarity, except for
termination of this Agreement pursuant to Section 13.2 as a consequence of Takeda’s exercise of its rights under Section 4.2 of the Collaboration Agreement
or pursuant to Section 3.6.1 of this Agreement, Takeda shall not have the right to terminate this Agreement or the Collaboration Agreement for Orexigen’s
failure to achieve Delivery of Launch Supplies as set forth in Section 3.4, or for any other failure by Orexigen to supply the Product in accordance with this
Agreement.

ARTICLE 4
JMC; CAPACITY EXPANSION; EXPENDITURES;
COST IMPROVEMENTS; QUALITY IMPROVEMENTS
4.1 JMC. The JMC shall have [***] over the Manufacture and distribution of the Product under this Agreement during the Term. The JMC shall [***]
developments relating to forecasting, commercial and regulatory issues, scheduling and supply, projects relating to capacity expansion, capital and/or
operating expenditures, quality improvements and cost improvements, and other matters related to Manufacturing under this Agreement. In addition, the
JMC shall [***] the appropriate level and management of Safety Stock. During the Term, and [***], Orexigen shall retain final decision-making authority
with respect to Manufacturing as set forth in Section 5.7.3(b)(ii) of the Collaboration Agreement until and unless Takeda assumes responsibility for
Manufacturing pursuant to Section 3.6.1 of this Agreement or [***], upon which Takeda will have final decision-making authority as set forth in
Section 5.7.3(a)(iv) of the Collaboration Agreement. For the avoidance of doubt, such final decision-making authority does not include any right to make
any decision with respect to any disputes between the Parties as to the meaning of any provision of this Agreement or the Collaboration Agreement or either
Party’s performance under this Agreement or the Collaboration Agreement or lack thereof.
4.2

Capacity Expansion.

4.2.1 At its option, and at any time during the Term, either Party may seek to invest in additional manufacturing capacity for the Manufacture of the
Product. In such event, such Party will provide written notification to the other Party of its intent, which notice shall include all information reasonably
necessary for such other Party to understand the additional capacity sought (i.e., the number of tablets of the Product), and the expected timing for receipt of
such additional capacity. Upon receipt of the notice from such other Party, the other Party (i.e., the Party that received the notice) agrees to negotiate in good
faith with such other Party supply of Product to or from such other Party using such additional manufacturing capacity and associated
***
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pricing. At Takeda’s request, [***]. Notwithstanding anything to the contrary in this Section 4.2.1, Orexigen shall have no obligation to establish a second
Manufacturing facility or to increase the capacity at Patheon’s Manufacturing facility for the Product during the Term.
4.2.2 If a Party desires a commitment of Manufacturing capacity at Patheon’s Manufacturing facility beyond the Manufacturing Capacity, or
desires that an additional Manufacturing facility other than at [***] be established by Orexigen for the Manufacture of the Product during the Term, such
Party shall present to the JMC for consideration the proposed project, expected results, estimated costs thereof, how the additional capacity from such project
will be allocated between the Territory and outside the Territory, and how the costs of such project will be borne between the Parties. If the JMC does not
approve a project and such cost sharing, either Party may escalate the Dispute pursuant to Section 5.7 of the Collaboration Agreement; provided, however,
that [***] shall have final decision-making authority or the right to solely decide a Dispute related to a project for capacity expansion pursuant to this
Section 4.2. For any capacity expansion project solely for the Territory that is approved by the JMC (or pursuant to Section 5.7 of the Collaboration
Agreement), the costs shall be borne [***]. For any other capacity expansion project and cost sharing that is approved by the JMC (or pursuant to Section 5.7
of the Collaboration Agreement), the costs of such project will be borne [***] (or pursuant to Section 5.7 of the Collaboration Agreement). Notwithstanding
the foregoing, Orexigen may incur costs for capacity expansion projects solely for the manufacture of the Product for use outside of the Territory in its sole
discretion and at its sole cost and benefit.
4.3 Capital and Operating Expenditures. The Parties agree that as of the Effective Date (as such term is defined in the Collaboration Agreement), no
new capital expenditures, including equipment, are required by Orexigen or its Third Party Manufacturers to Manufacture the anticipated commercial
demand for the Product for the Territory. Notwithstanding anything to the contrary in this Section 4.3, Orexigen shall have the right, in its sole discretion, to
invest in and implement one or more capital and/or operating expenditure projects that are reasonably deemed by Orexigen to be necessary in order to meet
its obligations under this Agreement; provided, that (i) the aggregate cost of such expenditure project(s) (including purchase and implementation costs) in a
Calendar Year does not exceed [***] Dollars ($[***]), and (ii) all costs relating to any such expenditure project(s) (including purchase and implementation
costs) that do not exceed [***] Dollars ($[***]) in a Calendar Year shall be Period Costs and treated/allocated in accordance with Section 5.3.1. In the event
that a Party desires to invest in one or more expenditure projects that will result in the aggregate cost of one or more expenditure projects exceeding [***]
Dollars ($[***]) in a Calendar Year, such Party shall present the proposed project, expected results and estimated costs thereof to the JMC for consideration. If
the JMC does not approve such expenditure project, either Party may escalate the Dispute pursuant to Section 5.7 of the Collaboration Agreement; provided,
however, that [***] shall have final decision-making authority or the right to solely decide a Dispute related to such expenditure project. For such an
expenditure project that is approved by the JMC (or pursuant to Section 5.7 of the Collaboration Agreement), the costs shall be Period Costs and
treated/allocated in accordance with Section 5.3.1,
***
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unless the Parties agree in good faith and set forth in writing that such costs equally benefit the Product for use in the Territory and for use outside the
Territory, in which case such costs will be shared equally. In the event that (a) an expenditure project proposed by Orexigen under this Section 4.3 is not
approved by the JMC (or pursuant to Section 5.7 of the Collaboration Agreement), (b) Orexigen fails to deliver Product to Takeda in accordance with the
terms of this Agreement, and (c) such failure by Orexigen to deliver Product is a direct result of Orexigen having not implemented the proposed expenditure
project (i.e., that was not approved by the JMC or otherwise by the Parties pursuant to Section 5.7 of the Collaboration Agreement), then such failure by
Orexigen to deliver Product to Takeda shall not be deemed a breach of Section 3.6.1(ii) or (iii). For clarity, (1) Orexigen may invest in and implement
expenditure projects for the manufacture of the Product for use outside of the Territory in its sole discretion and at its sole cost and benefit, and (2) this
Section 4.3 is not intended to address expenditure projects that are intended to be governed by Sections 4.2, 4.4 and 4.5 of this Agreement.
4.4 Quality Improvements. If either Party identifies manufacturing or quality improvements that do not result in cost improvements pursuant to
Section 4.5, such Party shall present the proposed projects, expected results and estimated costs thereof to the JMC for consideration. Orexigen shall have the
right in its sole discretion to implement any manufacturing or quality improvement projects that are reasonably deemed by Orexigen to be necessary in order
to meet its obligations under this Agreement. With respect to any other manufacturing or quality improvement project that is contemplated by a Party and
that does not result in cost improvements pursuant to Section 4.5, if the JMC does not approve such other project, either Party may escalate the Dispute
pursuant to Section 5.7 of the Collaboration Agreement; provided, however, that [***] shall have final decision-making authority or the right to solely
decide a Dispute related to such other project pursuant to this Section 4.4. For any manufacturing or quality improvement project that is approved by the
JMC (or pursuant to Section 5.7 of the Collaboration Agreement), or for any manufacturing or quality improvement project that is reasonably deemed by
Orexigen to be necessary in order to meet its obligations under this Agreement, the costs of such manufacturing or quality improvement project shall be
Period Costs and allocated in accordance with Section 5.3.1(ii)(b). For clarity, Orexigen may perform manufacturing or quality improvement projects for the
manufacture of the Product for use outside of the Territory in its sole discretion and at its sole cost and benefit.
4.5 Cost Improvement Opportunities. The Parties agree to use Commercially Reasonable Efforts to identify opportunities for cost improvements for
Manufacture of the Product for use in the Territory, including cost savings on materials and services, as part of an overall cost improvement program. The
Parties shall present to the JMC for consideration the proposed cost improvement projects, expected results, estimated costs thereof, and proposal for the
allocation between the Parties of (a) [***], and (b) [***]. If the JMC does not approve a cost improvement project, including such allocation of costs and cost
savings, either Party may escalate the Dispute pursuant to Section 5.7 of the Collaboration Agreement; provided, however, that [***] shall have final
decision-making authority or the right to solely decide a Dispute related to a cost improvement project pursuant to this Section 4.5. For any cost
improvement project that is approved by the JMC (or pursuant to Section 5.7 of the Collaboration Agreement), the Parties shall
***
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set forth in writing the allocation of (a) [***], and (b) [***]. Notwithstanding anything to the contrary in this Section 4.5, any cost improvement
opportunities implemented by Takeda for Commercial Packaging of the Product will be performed by Takeda in its sole discretion and at its sole cost, and all
savings from such improvements will be realized solely by Takeda. Orexigen may perform any cost improvement project that benefits the Manufacture of the
Product for use outside of the Territory in its sole discretion and at its sole cost, and all savings from such project will be realized solely by Orexigen.

ARTICLE 5
MANUFACTURING PAYMENTS, INVOICING AND PAYMENT
5.1 Manufacturing Payments. In addition to amounts payable pursuant to Section 5.2, Takeda shall be responsible for Obsolete Material Costs and
Period Costs pursuant to this Agreement. Upon Takeda’s request, Orexigen shall provide to Takeda copies of the underlying invoices justifying the estimated
Transfer Price, Obsolete Material Costs and Period Costs.
5.2 Transfer Price.
5.2.1 Payment. The purchase price charged by Orexigen for costs associated with the Manufacture of the Product ordered by Takeda under this
Agreement shall be the estimated Transfer Price. Orexigen shall determine the estimated Transfer Price in accordance with GAAP or IFRS, as applicable, and
based on estimates of commercially reasonable Third Party costs incurred in support of the manufacturing supply chain. Upon delivery of the Product in
accordance with Section 6.1, Orexigen may invoice Takeda the estimated Transfer Price for the type and quantity of the Product delivered. The estimated
Transfer Price payable by Takeda for the Product delivered in each Year will be calculated by tablet on the basis of the number of Batches of the Product
forecasted by Takeda in the Forecast submitted in the third Calendar Quarter of the prior Calendar Year. Takeda shall pay the undisputed amount set forth in
each original (i.e., not a copy) invoice delivered by Orexigen under this Section 5.2 within [***] ([***]) days of receipt of such invoice. Any term or
condition in an invoice or other document furnished by Orexigen that is inconsistent with the terms and conditions of this Agreement or in addition to the
terms and conditions of this Agreement, shall not be binding on Takeda.
5.2.2 Reconciliation.
(a) Within [***] ([***]) days after the end of each Calendar Quarter, Orexigen shall perform a reconciliation to determine the actual
Transfer Price payable for the Product delivered to Takeda in such Calendar Quarter and shall notify Takeda of its findings. If the estimated Transfer Price
paid to Orexigen for the Products delivered in such Calendar Quarter is less than the actual Transfer Price for such Products, Takeda shall pay to Orexigen the
difference between such amounts. Conversely, if the estimated Transfer Price payments made to Orexigen by Takeda for the Products delivered in such
Calendar Quarter exceeds the actual Transfer Price for such Products, Orexigen shall, at Takeda’s option, either pay to Takeda the difference between such
amounts or credit the difference against subsequent payments owed by Takeda to Orexigen under this Agreement until such amount has been fully credited
to Takeda.
***
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(b) Within [***] ([***]) days after the end of each Calendar Year, Orexigen shall perform a reconciliation to determine the actual Transfer
Price payable for the Product delivered to Takeda in such Calendar Year and shall notify Takeda of its findings. If the estimated Transfer Price paid to
Orexigen after reconciliation pursuant to this Section 5.2.2(a) for the Products delivered in such Calendar Year is less than the actual Transfer Price for such
Products, Takeda shall pay to Orexigen the difference between such amounts. Conversely, if the estimated Transfer Price payments made to Orexigen after
reconciliation pursuant to this Section 5.2.2(a) by Takeda for the Products delivered in such Calendar Year exceeds the actual Transfer Price for such
Products, Orexigen shall, at Takeda’s option, either pay to Takeda the difference between such amounts or credit the difference against subsequent payments
owed by Takeda to Orexigen under this Agreement until such amount has been fully credited to Takeda.
(c) Any amounts payable by a Party under this Section 5.2.2 shall be paid within [***] ([***]) days of receipt of the invoice by either
Party.
5.2.3 Shortfall Credit. Annually, and consistent with the Patheon Agreement, Orexigen will notify Takeda if any Shortfall (as such term is
defined in the Patheon Agreement) credit, prorated by the applicable Capacity Percentage, is owed to Orexigen pursuant to Section 2.2.3 of the Patheon
Agreement with respect to the Product delivered to Takeda, and Orexigen shall apply any such credit, prorated by the applicable Capacity Percentage
received from Patheon, against subsequent payments owed by Takeda to Orexigen under this Agreement.
5.3 Period Costs and Obsolete Material Costs Payments.
5.3.1 Payment. For Period Costs and Obsolete Material Costs, Orexigen shall provide an original (i.e., not a copy) invoice to Takeda within
[***] ([***]) days after the Effective Date and thereafter on a Calendar Quarter basis and Takeda shall be obligated to pay such original invoice in
accordance with Section 5.3.2. Period Costs and Obsolete Material Costs shall be allocated between the Parties as follows:
(i) for Period Costs and Obsolete Material Costs that [***], Takeda shall pay to Orexigen an amount equal to [***]; provided, further,
Obsolete Material Costs related to [***] pursuant to the [***] shall be payable by Takeda in accordance with this Section 5.3.1(i);
(ii) for Obsolete Material Costs, other than such costs related to [***], and for Period Costs that [***], Takeda shall pay to Orexigen
(a) an amount equal to [***], and (b) an amount equal to [***]; and
(iii) for Period Costs and Obsolete Material Costs that [***], Orexigen shall bear all such Period Costs and Obsolete Material Costs
incurred by Orexigen during the applicable Calendar Quarter; including any Obsolete Material Costs related to [***] pursuant [***].
***
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5.3.2 Additional Payment Terms. Prior to First Commercial Sale, and with respect to each Calendar Quarter thereafter, Orexigen shall provide
Takeda with at least a twelve (12) month forecast of estimated Period Costs. Any term or condition in an invoice or other document furnished by a Party that
is inconsistent or in conflict with the terms and conditions of this Agreement shall not be binding on the Parties. Takeda shall pay the undisputed amounts of
Obsolete Material Costs and Period Costs set forth in each written original (i.e., not a copy) invoice delivered by Orexigen under Section 5.3.1 within [***]
([***]) days of receipt of such original invoice. In the event Orexigen receives any credit from any Third Party Manufacturer due to an annual reconciliation
pursuant to the applicable Third Party Manufacturer Agreement with respect to any payment made by Orexigen to such Third Party Manufacturer and for
which Takeda has paid Orexigen under an invoice described above, Takeda may, at its option, credit such amount against subsequent payments owed by
Takeda to Orexigen under this Agreement.
5.3.3 Reconciliation. Within [***] ([***]) days after the end of each Calendar Year, Orexigen shall perform a reconciliation to determine the
actual Period Costs and Obsolete Material Costs payable by Takeda determined pursuant to the formulas and allocation set forth in Section 5.3.1 for such
Calendar Year and shall notify Takeda in writing of its findings. If such Period Costs and Obsolete Material Costs paid to Orexigen by Takeda for such
Calendar Year are less than the actual Period Costs and Obsolete Material Costs payable by Takeda under this Agreement for such Calendar Year, Takeda
shall pay to Orexigen the difference between such amounts. Conversely, if the Period Costs and Obsolete Material Costs paid to Orexigen by Takeda for such
Calendar Year exceed the actual Period Costs and Obsolete Material Costs payable by Takeda under this Agreement for such Calendar Year, Orexigen shall,
at Takeda’s option, either pay to Takeda the difference between such amounts or credit the difference against subsequent payments owed by Takeda to
Orexigen under this Agreement until such amount has been fully credited to Takeda. Any amounts payable by a Party under this Section 5.3.3 shall be paid
within [***] ([***]) days after the date on which Orexigen notifies Takeda of the amount of the reconciliation payment to be paid by a Party hereunder.
5.4 Manner of Payment. All payments to be made under this Agreement shall be made in Dollars by wire transfer of immediately available funds to
such U.S. bank account as shall be designated by a Party. Late payments shall bear interest at the rate provided in Section 5.10.
5.5 Disputed Amounts. In the event that a Party disputes any amounts payable under this Agreement, such dispute shall be resolved (a) in accordance
with Article 8 with respect to non-conforming Product and (b) in accordance with Article 17 with respect to any other dispute. Pending resolution of such
disputes, a Party shall pay any amounts (whether under an invoice or otherwise) that are not in dispute. Upon resolution of any such dispute in favor of a
Party, the other Party shall pay all remaining amounts owing under this Agreement within [***] ([***]) Business Days after such resolution.
5.6 Price Increase Resulting from Assignment of Patheon Agreement. In the event that the cost of the Manufacture of the Product [***] or pursuant
to Section 4.2 of the Collaboration Agreement, [***]. If the Manufacturing Responsibility Transition Plan results in [***].
***
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5.7 Taxes.
5.7.1 Cooperation and Coordination. The Parties acknowledge and agree that it is their mutual objective and intent to appropriately calculate
and minimize, to the extent feasible and legal, taxes payable with respect to any payments under this Agreement and that they shall use Commercially
Reasonable Efforts to cooperate and coordinate with each other to achieve such objective. Without limiting the generality of the foregoing, the Parties shall
use Commercially Reasonable Efforts to cooperate and coordinate with each other in completing and filing documents required under the provisions of any
applicable Laws (including treaties) in connection with the making of any required tax payment or withholding payment, in connection with a claim of
exemption from, or entitlement to, a reduced or zero rate of withholding or in connection with any claim to a refund of or credit for any such payment.
5.7.2 Payment of Tax. All payments made by Takeda to Orexigen pursuant to this Agreement shall be made without reduction for any taxes,
charges or remittance fees. If applicable Laws require that taxes be deducted and withheld from a payment made pursuant to this Agreement, the remitting
Party shall (a) deduct those taxes from the payment; (b) pay the taxes to the proper taxing authority; and (c) send evidence of the obligation together with
proof of payment to the other Party promptly following that payment. Orexigen shall pay any and all taxes that are due and payable by Orexigen on
payments made to the Orexigen under this Agreement. Takeda shall be responsible for the payment of any taxes (including VAT, sales and use taxes and
excluding income or franchise taxes), customs and excise duties incurred by Takeda with respect to the sale or importation of the Product by Takeda.
5.7.3 Tax Residence Certificate. A Party (including any entity to which this Agreement may be assigned, as permitted under Section 14.5 of the
Collaboration Agreement) receiving a payment pursuant to this Agreement shall provide the remitting Party appropriate certification from relevant
governmental authorities that such Party is a tax resident of that jurisdiction, if such receiving Party wishes to claim the benefits of an income tax treaty to
which that jurisdiction is a party. Upon the receipt thereof, any deduction and withholding of taxes shall be made at the appropriate treaty tax rate.
5.7.4 Assessment. Either Party may, at its own expense, protest any assessment, proposed assessment, or other claim by any governmental
authority for any taxes, interest or penalties or seek a refund of such amounts paid if permitted to do so by applicable Laws. The Parties shall cooperate with
each other in any protest or refund by providing records and such additional information as may reasonably be necessary for a Party to pursue such protest or
refund.
5.8 Records. Orexigen shall keep, and, subject to the terms of the applicable agreement between Orexigen and a Third Party Manufacturer, shall cause
each of its Third Party Manufacturers to keep, full, true, and accurate books of accounting containing all particulars that may be necessary for the purpose of
calculating the Manufacturing Payments payable to Orexigen
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in accordance with GAAP or IFRS, as applicable, under this Article 5, for a period of [***] ([***]) years after the Calendar Year in which the Product was
delivered, in sufficient detail to permit Takeda to confirm the accuracy of any Manufacturing Payments paid hereunder.
5.9 Takeda Audit Rights. During the Term and for a period of [***] ([***]) years thereafter, at the request and expense of Takeda, subject to the terms
of the applicable agreement between Orexigen and a Third Party Manufacturer, Orexigen shall permit an independent, certified public accountant of
nationally recognized standing appointed by Takeda, and reasonably acceptable to Orexigen, during normal business hours and upon not less than [***]
([***]) Business Days prior notice and in compliance with the audit limitations of any Third Party Manufacture Agreement, but in no case more than [***]
per Calendar Year, to examine such records of Orexigen as may be necessary for the sole purpose of verifying the calculation and reporting of the
Manufacturing Payments for any period within the preceding [***] ([***]) Calendar Years. Results of any such examination shall be made available to both
Takeda and Orexigen. Such accountant shall disclose to Takeda only the amounts which the accountant believes to be due and payable hereunder to Takeda
or due and payable to Orexigen, and any information reasonably necessary for Takeda to evaluate any discrepancy from the amount paid and the amount due,
and shall disclose no other information revealed in such audit. Any and all records examined by such accountant shall be deemed Orexigen’s Confidential
Information, which may not be disclosed by such accountant to any Third Party. If, as a result of any inspection of the books and records of Orexigen, it is
shown that payments made by Takeda under this Agreement were more than the amount that should have been made, then Orexigen shall promptly refund
any amount required to eliminate any discrepancy revealed by said inspection, such refund to occur in any event within [***] ([***]) days after notice
thereof. If, as a result of any inspection of the books and records of Orexigen, it is shown that payments made by Takeda under this Agreement were less than
the amount that should have been made, then Takeda shall promptly pay to Orexigen the difference between the amount actually paid and the amount that
should have been paid within [***] ([***]) days after the conclusion of such inspection. Takeda shall pay for such audits, except that in the event that
Orexigen overcharged the Manufacturing Payments by more than [***] percent ([***]%) during the period in question as per the audit, Orexigen shall pay
the reasonable costs of the audit. Orexigen shall use Commercially Reasonable Efforts to obtain the consent of any Third Party Manufacturer required (a) for
such accountant to fully and accurately perform the audits described in this Section 5.9 and (b) for full disclosure to Takeda of the information permitted to
be disclosed by such accountant with respect to the results of such audits.
5.10 Interest Due. Without limiting any other rights or remedies available to Orexigen, Takeda shall pay Orexigen interest on any payments that are
not paid on or before the date such payments are due under this Agreement at a rate equal to the lesser of (a) [***] percent ([***]%) per month or (b) the
maximum applicable legal rate, calculated on the total number of days payment is delinquent.
***
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ARTICLE 6
DELIVERY, TITLE, AND RISK OF LOSS
6.1 Delivery.
(a) Except for Delivery of Launch Supplies as set forth in Section 3.4, the Product will be delivered to Takeda’s designated location Ex Works
(Incoterms 2010) [***]. Title and risk of loss or damage to the Products will remain with Orexigen or its Third Party Manufacturer until Orexigen or its Third
Party Manufacturer loads the Products onto the carrier’s vehicle for shipment at the manufacturing site, at which time title and risk of loss or damage will
transfer to Takeda. Takeda shall be responsible for clearing shipments for export, if applicable. The Product shall be packed and transported in accordance
with the Specifications.
(b) For determination of meeting the Firm Order delivery date, delivery of the Product shall be deemed to occur [***]. Orexigen may invoice the
estimated Transfer Price upon delivery of the Product; provided, however, Orexigen shall have the right to deliver the Product and invoice the estimated
Transfer Price only after (i) the delivery date specified in the Purchase Order for such Product; (ii) [***], and (iii) [***]. Orexigen agrees that it will [***].
Notwithstanding anything to the contrary in the foregoing, (x) the Parties shall [***], (y) [***], and (z) [***]. In the event of an unreasonable delay, Orexigen
may (1) invoice Takeda for the price of such Product as Period Costs allocated in accordance with Section 5.3.1(i), and (2) if the Product is later determined
acceptable, within [***] ([***]) days after receipt of an invoice therefor, Orexigen will [***] invoice Takeda for the Product as part of the Transfer Price
pursuant to Section 5.2.
6.2 Notice of Potential Failure to Supply. Orexigen shall notify Takeda as soon as possible of any circumstances that may prevent Orexigen from
delivering the quantity of Batches of the Product ordered by Takeda or meeting the delivery dates(s) set forth in Takeda’s Firm Orders. Such notice shall in no
way be deemed to excuse any subsequent failure to perform. If the actual tablet yield for a Batch is less than [***] percent ([***]%) of the Target Yield (as
such term is defined in the Patheon Agreement), Orexigen will notify Takeda as soon as possible. If additional Batches are required because of such shortfall
between the Target Yield and the actual yield, upon Takeda’s request, Orexigen will use Commercially Reasonable Efforts to produce additional Batches as
ordered by Takeda to supplement the delivered quantity. Subject to Section 3.6.1(iii), delivery of one or more Batches with an Actual Annual Yield below
the Target Yield (as such term is defined in the Patheon Agreement) shall not be considered a failure to supply by Orexigen.
***
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ARTICLE 7
SPECIFICATIONS, FORMULATIONS, LABELING, STABILITY AND
ANTI-COUNTERFEIT MEASURES
7.1 Specifications. Orexigen shall deliver Product that is Manufactured in accordance with the Specifications, cGMPs and Laws. Release limits for the
Product shall be set by the Parties to be consistent with the approved shelf-life and Specifications to ensure that the Product meets the Specifications
throughout the approved shelf-life of the Product.
7.2 Release Testing. Orexigen or its Third Party Manufacturer shall test each Batch of the Product in accordance with the Specifications prior to
shipment of the Product to Takeda. Takeda or its Affiliates shall conduct the applicable incoming inspections (as set forth in Quality Agreement) of the
Product and as required by Laws and applicable Regulatory Authorities in the Territory.
7.3 Changes to Specifications.
7.3.1 Orexigen-Initiated Changes. Orexigen shall notify Takeda in writing before making any change to the Specifications, including any
change proposed by a Third Party Manufacturer or a Regulatory Authority. Any such change shall be subject to Takeda’s prior written approval, not to be
unreasonably withheld, conditioned, or delayed. If, in Takeda’s reasonable determination, the change will require an amendment or supplement to the
Regulatory Approval for the Product, Orexigen shall not implement the change prior to receipt of written approval of such change by Takeda. Except as
included in the Transfer Price or as otherwise agreed to by the Parties, the costs to implement such changes shall be Period Costs and allocated in accordance
with Section 5.3.1(ii).
7.3.2 Takeda-Initiated Changes and Changes Required by Law. Takeda shall notify Orexigen in writing if it desires to make any change to the
Specifications. Each Party shall notify the other Party in writing if it becomes aware of any changes to the Specifications that are required by Laws. In each
case, Orexigen shall use Commercially Reasonable Efforts to implement any such changes and, if applicable, have such changes implemented by the
applicable Third Party Manufacturer. To the extent Orexigen incurs Third Party costs itself or under a Third Party Manufacturer Agreement to implement such
changes, such costs shall be paid solely by Takeda; provided that, prior to undertaking such changes, Orexigen shall provide Takeda with an estimate of such
Third Party costs to implement such changes and, for changes to the Specifications that are desired by Takeda but not required by Laws, obtain Takeda’s
written approval to proceed. To clarify, Third Party costs incurred by Orexigen or its Third Party Manufacturers pursuant to this Section 7.3.2 shall be Period
Costs and allocated in accordance with Section 5.3.1(i).
7.3.3 No Amendment Required. Upon mutual written agreement of the Parties with respect to any revised Specifications, or in the event the
Specifications are updated in the NDA for the Product, such revised Specifications shall be attached hereto and no formal amendment of this Agreement shall
be necessary for such revised Specifications to become effective.
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7.4 Product Stability. Takeda shall notify Orexigen of its annual commitments made to Regulatory Authorities with respect to ongoing stability
testing of the Product, such notice to be provided to Orexigen not later than [***] ([***]) days prior to Takeda’s submission of such commitments to any such
Regulatory Authority. Orexigen shall put the Product lots on stability testing as required by such commitments. In addition, from time to time, Takeda may
request that Orexigen conduct additional studies designed to test the stability of the Product. With respect to such other stability studies requested by
Takeda, Orexigen shall conduct such studies, and, where the assistance of Third Party Manufacturer(s) is required, shall use Commercially Reasonable Efforts
to implement such studies at Third Party Manufacturer(s)’ site(s). Any costs incurred by Orexigen and its Third Party Manufacturer in connection with
stability testing of Product solely for the Territory shall be Period Costs and allocated in accordance with Section 5.3.1(i). Any costs incurred by Orexigen
and its Third Party Manufacturer in connection with stability testing of Product solely for the benefit of use of the Product outside the Territory shall be shall
be Period Costs and allocated in accordance with Section 5.3.1(iii). Any costs in connection with stability testing that benefits the Product for use in the
Territory and for use outside of the Territory shall be Period Costs and allocated in accordance with Section 5.3.1(ii).
7.5 Anti-Counterfeit Measures. From time to time Takeda may request that Orexigen undertake reasonable anti-counterfeit measures to protect the
integrity of the Product. Orexigen shall assist in implementing such measures and, where the assistance of Third Party Manufacturer(s) is required, shall use
Commercially Reasonable Efforts to implement such measures at Third Party Manufacturer(s). The costs incurred by the Parties in the implementation of such
measures shall be Period Costs and allocated in accordance with Section 5.3.1(i).

ARTICLE 8
NON-CONFORMING PRODUCT
8.1 Acceptance and Rejection. Takeda, its Affiliates and/or its or their subcontractors will visually inspect each shipment of the Product upon receipt
thereof. Takeda may reject and return any part of a shipment of the Product or the entire shipment of the Product if any part does not conform to the
Specifications, cGMPs or Laws, based on the acceptance criteria set forth in the Quality Agreement, by giving written notice to Orexigen within [***] ([***])
days after receipt of such shipment. Such notice shall identify the reasons for Takeda’s rejection of the shipment. Subject to Section 8.2, if Orexigen does not
receive a notice of rejection within such [***] ([***]) day period, Takeda shall be deemed to have accepted such shipment of the Product.
8.2 Latent Defects. If, after accepting a shipment of the Product, Takeda subsequently discovers an alleged Product defect not reasonably discoverable
by visual inspection during the acceptance period set forth in Section 8.1, Takeda may revoke its acceptance and reject such shipment by giving written
notice and disclosing the nature of such defect to Orexigen within [***] ([***]) days after discovering such defect but not after the expiry date of the Product.
***
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8.3 Evaluation of Defect. After notice of rejection pursuant to Section 8.1 or 8.2 is received by Orexigen, Orexigen shall promptly notify Patheon of
such rejection in accordance with Article 6 of the Patheon Agreement. Orexigen shall give Takeda a reasonable opportunity to review and comment on such
notice before it is delivered to Patheon. Orexigen shall notify Takeda within [***] ([***]) Business Days after delivery of such notice to Patheon whether
Patheon disagrees with the reasons for Takeda’s rejection of the Product. If Patheon notifies Orexigen that it disagrees with the reasons for Takeda’s rejection,
Orexigen shall, unless waived in writing by Takeda, have the issue determined by an independent laboratory in accordance with Article 6 of the Patheon
Agreement. Orexigen shall cooperate with Patheon to cause the independent laboratory to conduct its evaluation as promptly as reasonably practicable.
Orexigen shall work closely with Takeda in preparing all statements, reports, analyses and other materials submitted to the independent laboratory for
evaluation. The evaluation of the independent laboratory will be binding on Orexigen and Takeda. If the evaluation certifies that the Product deviates from
the Specifications, cGMPs or Laws, Takeda may reject the Product as provided hereunder, and as between Orexigen and Takeda, Orexigen shall be
responsible for the cost of the evaluation to the extent Orexigen recovers such costs from Patheon. If the evaluation does not certify any deviation of the
Product, then Takeda will be deemed to have accepted such Product, which will be deemed to be conforming on the date the evaluation is delivered by the
independent laboratory, and Takeda will reimburse Orexigen for the costs of such evaluation; provided, however, that Takeda may determine, in its sole
discretion, not to use such Product. With respect to Products which Patheon agrees are deficient in accordance with Takeda’s notice of rejection, or which are
otherwise found to be deficient by the independent laboratory, Orexigen shall, at Takeda’s option, either refund to Takeda the Transfer Price paid by Takeda
for such Products or replace such Products at no charge solely to the extent Orexigen has been reimbursed by Patheon or Patheon has provided such
replacement Product at no charge to Orexigen. The Parties shall evaluate process issues and other reasons for non-compliance of the Product with the
Specifications, cGMPs or Laws.
8.4 Disposition of Rejected Product. Takeda may not destroy any damaged, defective, returned or recalled Product for which it intends to send
Orexigen a notice of rejection without Orexigen’s prior written authorization to do so, such authorization not to be unreasonably withheld, conditioned or
delayed. Alternatively, Orexigen may instruct Takeda to return the defective Product to Orexigen or to Patheon. Orexigen shall bear the costs of shipping,
storage and disposition for any damaged, defective, returned or recalled Product for which it bears responsibility under this Article 8 and will promptly
reimburse Takeda for any such costs which may be incurred directly by Takeda solely to the extent Orexigen has been reimbursed by Patheon for such costs.
Notwithstanding the foregoing, Takeda will have the right at all times to retain a reasonable sample of such Product for its own archival purposes.

ARTICLE 9
QUALITY ASSURANCE
9.1 Quality Agreement. The Parties will promptly enter into a quality agreement governing the quality assurance obligations of the Parties with
respect to the Manufacture and supply of the Product (as it may be amended or modified from time to time according to its terms, the “Quality Agreement”).
In the event of a discrepancy between the provisions of the Quality Agreement and the provisions of this Agreement, the provisions of the Quality Agreement
shall control with respect to terms governing quality of the Product and the provisions of this Agreement shall control with respect to all other terms.
***
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9.2 Quality Control and Quality Assurance.
9.2.1 Quality Control. Orexigen shall ensure that all Product supplied to Takeda hereunder is Manufactured, stored, tested, transported, disposed
of and otherwise handled in accordance with the Specifications, cGMPs, Laws, and the Quality Agreement. Orexigen shall, and shall ensure that its Third
Party Manufacturers, maintain and follow a quality control and quality assurance testing program consistent with the Quality Agreement.
9.2.2 Quality Documentation to Accompany Each Product Shipment. Each time Orexigen or a Third Party Manufacturer ships the Product to
Takeda, it will provide Takeda with the documentation specified herein and in the Quality Agreement.
9.2.3 Validation Activities. At Takeda’s request and expense, Orexigen shall use Commercially Reasonable Efforts to complete requested
validation activities to support Manufacturing for the Territory and the cost of such activities shall be Period Costs and allocated in accordance with
Section 5.3.1.
9.3 Inspections by and Communications from Regulatory Authorities.
9.3.1 Right to Inspect. Orexigen shall make, and shall ensure that its Third Party Manufacturers make, its internal practices, books and records
relating to the Manufacture of the Product available and allow access to all facilities used for the Manufacture of the Product to any Regulatory Authority
having jurisdiction over the Manufacture of the Products for the purposes of determining Orexigen’s and/or its Third Party Manufacturers’ compliance with
cGMPs and Laws, subject to the terms of the applicable Third Party Manufacturer Agreement. Orexigen shall notify Takeda of Regulatory Authority
inspections related to the Manufacture of the Product by the process outlined in the Quality Agreement.
9.3.2 Notice of Actions. Orexigen shall promptly inform Takeda if Orexigen becomes aware of any action taken by a Regulatory Authority
against Orexigen or any Third Party Manufacturer or any of their officers and/or employees that could reasonably be expected to materially impact the
Product or Orexigen’s ability to supply the Product hereunder, and shall provide a copy of such notice to Takeda within [***] after Orexigen has actual
knowledge that such action has been taken.
9.3.3 Cooperation. Orexigen shall cooperate with Takeda and with Regulatory Authorities in response to any communication, whether oral or
written, from a Regulatory Authority to Takeda or Orexigen or any Third Party engaged by either Party, with regard to any activity relating to the
Manufacture of the Product, including validation, prior to the Effective Date and throughout the Term.
***
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9.4 Quality Audits. Prior to shipment of Launch Supplies, and thereafter biennially or as otherwise mutually agreed by the Parties, subject to the terms
of the applicable Third Party Manufacturer Agreement, Orexigen shall, conduct and lead cGMP audits of the Third Party Manufacturers and, if applicable,
exercise such other audit rights that Orexigen may have under such Third Party Manufacturer Agreements, and shall disclose to Takeda the complete results
of such audits, subject to the terms of the applicable Third Party Manufacturer Agreement. Takeda may request “for cause” audits in addition to the regularly
scheduled audits. Unless prohibited by such Third Party Manufacturer Agreements, Takeda shall be permitted to have a maximum of [***] ([***])
representatives present at all times during the audit, under the direction of Orexigen. If requested by Takeda, Orexigen shall use Commercially Reasonable
Efforts to obtain permission from a Third Party Manufacturer for Takeda’s representatives to be present during such audits and for Takeda to receive a copy of
the results of such audits. Orexigen shall use Commercially Reasonable Efforts to cause such Third Party Manufacturers to promptly correct any deficiencies
or other adverse findings and shall keep Takeda apprised of the same. Orexigen shall provide Takeda with copies of all corrective action plans addressing any
audit findings and shall consider in good faith any comments that Takeda provides to Orexigen with respect to such plan.
9.5 Licenses, Permits. Each Party shall maintain, to the extent required by Laws in connection with such Party’s performance of its obligations
hereunder, and shall require its Third Party Manufacturers to maintain during the Term, all government permits, including health, safety and environmental
permits, necessary for the Manufacture of the Product pursuant to this Agreement.
9.6 Documentation and Samples. Orexigen shall maintain, to the extent required by Laws in connection with Orexigen’s performance of its
obligations hereunder, and shall require its Third Party Manufacturers to maintain, in accordance with cGMPs and other Laws, complete, accurate and
authentic accounts, notes, data and records pertaining to the Manufacture and testing of the Product. Orexigen shall make such records available to Takeda
for inspection promptly following Takeda’s written request, subject to the terms of the applicable Third Party Manufacturer Agreement. Orexigen shall retain
(itself or through its Third Party Manufacturers) samples from each Batch supplied under this Agreement after Takeda’s acceptance of such Batch under
Article 8. Orexigen shall, at Takeda’s expense, retain such records or samples (as applicable) for a period of at least [***] ([***]) years following the date of
expiration of such samples, or longer if required by Laws, and upon Takeda’s written request shall make available to Takeda copies of such records and
portions of such samples, subject to the terms of the applicable Third Party Manufacturer Agreements. Takeda shall reimburse Orexigen for reasonable out-ofpocket costs incurred to retain and make available such records and samples.
9.7 Product Complaints. The Quality Agreement shall set forth the Product complaint process. However, it is understood and agreed that (i) Takeda
shall have the sole right and responsibility for receiving, evaluating, reporting and responding to any non-medical complaints related to the Product sold by
Takeda or its Affiliates or permitted Sublicensees in the Territory to the applicable Regulatory Authorities; (ii) Orexigen shall forward all Product complaints
received by Orexigen within the time period specified in the Quality Agreement, but in any event, promptly after receipt; and (iii) Orexigen will provide to
Takeda all reasonable assistance in complying with such reporting requirements, including investigating complaints relating to the Product through the
review of all Manufacturing related activities. Each Party shall
***
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designate a representative who will handle Product complaint activities for such Party and coordinate such activities with the other Party. Matters affecting
Product safety, including lack of efficacy, shall be handled in accordance with the terms of the Collaboration Agreement and the Pharmacovigilance
Agreement.

ARTICLE 10
PRODUCT RECALL
10.1 Conduct of Recall. Recalls shall be conducted in accordance with Section 3.7 of the Collaboration Agreement.
10.2 Responsibility for Recall Costs. “Recall Costs” shall mean all reasonable direct, documented out-of-pocket costs associated with a Recall
including the expenses of notifications and investigations, and destruction or return of the Product subject to the Recall and any costs associated with the
distribution of the replacement Product. Recall Costs will be (a) the responsibility of [***], or (b) [***]; provided, however, that [***].
10.3 Remedies from Patheon for Recalled Products. Orexigen shall use Commercially Reasonable Efforts to obtain from Patheon either a refund of
the invoice price for recalled Products or conforming Products to replace the recalled Products if Orexigen is entitled to such remedies under the terms of
Section 6.3(b) (or any successor provision) of the Patheon Agreement, and Orexigen shall, to the extent that it obtains any such remedy, pay over to Takeda
the amounts recovered from Patheon or, if requested by Takeda, instead provide to Takeda replacement Products to the extent Orexigen is able to obtain such
replacement Products from Patheon pursuant to Section 6.3(b)(iii) (or any successor provision) of the Patheon Agreement; provided that Takeda shall
reimburse Orexigen any costs incurred by Orexigen with respect to recalled or replacement Products pursuant to Section 10.2.
10.4 Notice. Each Party shall notify the other Party promptly, but in any event, within [***] ([***]) Business Days if it becomes aware that any product
(other than the Product) Manufactured at any Third Party Manufacturer is recalled or withdrawn from the market due to causes which may have an adverse
effect on the Product (including any decision to refrain from selling or shipping quantities of any such product). Each Party shall provide the other Party with
any information it may reasonably request to evaluate the effect of such recall or withdrawal on the Product.

ARTICLE 11
REPRESENTATIONS AND WARRANTIES;
DISCLAIMERS OF LIABILITY; AND LIMITATION OF LIABILITY
11.1 Mutual Representations and Warranties. Each Party hereby represents and warrants to the other Party, as of the Effective Date, that:
11.1.1 such Party is duly organized, validly existing and in good standing under the Laws of the jurisdiction of its incorporation and has full
corporate power and authority to enter into this Agreement and to carry out the provisions hereof;
***
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11.1.2 execution of this Agreement and the performance by such Party of its obligations hereunder have been duly authorized;
11.1.3 this Agreement has been duly executed and delivered on behalf of such Party, and constitutes a legal, valid, binding obligation,
enforceable against it in accordance with the terms hereof;
11.1.4 the performance of this Agreement by it does not create a material breach or default under any other agreement to which it is a party;
11.1.5 the execution, delivery and performance of this Agreement by such Party does not conflict with any agreement, instrument or
understanding, oral or written, to which it is a party or by which it is bound, nor violate any Law or regulation of any court, governmental body or
administrative or other agency having jurisdiction over such Party
11.1.6 no government authorization, consent, approval, license, exemption of or filing or registration with any court or governmental
department, commission, board, bureau, agency or instrumentality, domestic or foreign, under any Laws currently in effect, is or will be necessary for, or in
connection with, the transaction contemplated by this Agreement or any other agreement or instrument executed in connection herewith, or for the
performance by it of its obligations under this Agreement except as may be required to obtain clearance under the HSR Act; and
11.1.7 neither it, nor any of its employees, officers, subcontractors, or consultants who have rendered services relating to the Products: (a) has
ever been debarred or is subject to debarment or convicted of a crime for which an entity or person could be debarred by the FDA under 21 U.S.C.
Section 335a or (b) has ever been under indictment for a crime for which a person or entity could be so debarred.
11.2 Additional Representations and Warranties of Orexigen. As of the Effective Date and throughout the Term, Orexigen represents, warrants and
covenants the following, as applicable, to Takeda that:
11.2.1 the Product shall, at the time of delivery to Takeda hereunder meet the Specifications;
11.2.2 the Product shall be Manufactured and tested in accordance with Laws and cGMPs;
11.2.3 the Product shall not be adulterated or misbranded within the meaning of the United States Food, Drug and Cosmetic Act, 21 U.S.C.
Section 301c et.seq. or other Laws;
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11.2.4 it has and will maintain, and its Third Party Manufacturers have and will maintain, the expertise with respect to personnel and equipment
necessary to fulfill the obligations established hereunder;
11.2.5 it has obtained, or will obtain, and its Third Party Manufacturers have obtained, or will obtain, all requisite material licenses,
authorizations and approvals required by any Regulatory Authorities to Manufacture the Product;
11.2.6 each Third Party Manufacturer Agreement contains provisions requiring all facilities used by such Third Party Manufacturer in the
Manufacture of the Product, including the Manufacture of the Licensed Compounds, to be currently, and at the time each Batch is produced, qualified in
accordance with Laws, including cGMPs;
11.2.7 During the [***] ([***]) year period commencing on the first date of Manufacture of the Product, all Product (other than Launch Supplies)
Manufactured and delivered under this Agreement by Orexigen shall, at the time of delivery to Takeda, have [***] for which no more than (a) [***] ([***])
months shall have elapsed since the date of [***] or (b) [***] ([***]) months have elapsed since the date of [***], unless, in each of (a) and (b), otherwise
agreed to in writing by the Parties; provided, that, such [***] ([***]) month period and [***] ([***]) month period, respectively, shall be extended by one
(1) day for each day of any dispute resolution process with respect to such Product. Notwithstanding anything to the contrary in this Agreement, the first
[***] ([***]) Batches of the Product delivered to Takeda following Delivery of Launch Supplies shall, at the time of delivery to Takeda, have [***] for which
no more than [***] ([***]) months shall have elapsed since the date of Manufacture. For clarity, if Takeda extends [***] [***] following Regulatory
Approval, the Parties shall negotiate in good faith to determine the [***] for the Product upon delivery to Takeda. After the initial [***] ([***]) year period of
Manufacture of the Product, unless otherwise mutually agreed to by the Parties, all Product Manufactured and delivered under this Agreement by Orexigen
shall, at the time of [***], have [***] for which no more than [***] ([***]) months shall have elapsed since the date of [***], unless otherwise agreed to in
writing by the Parties; provided, that, such [***] ([***]) month period shall be extended by one (1) day for each day of any dispute resolution process with
respect to such Product;
11.2.8 it will not in the performance of its obligations under this Agreement use the services of any person (including any Third Party
Manufacturer) that, to its Knowledge, is debarred or suspended under 21 USC §335(a) or (b); and
11.2.9 as of the Effective Date, it does not currently have, and covenants that it will not hire, as an officer or an employee any Person who, to its
Knowledge, has been convicted of a felony under the laws of the U.S. for conduct relating to the regulation of any drug product under the Federal Food Drug
and Cosmetic Act, as amended.
***
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11.3 Disclaimer. EXCEPT AS EXPRESSLY SET FORTH IN THIS AGREEMENT OR IN THE COLLABORATION AGREEMENT, NEITHER PARTY
MAKES ANY REPRESENTATIONS OR WARRANTIES OF ANY KIND, EITHER EXPRESS OR IMPLIED, INCLUDING ANY EXPRESS OR IMPLIED
WARRANTIES OF NON-INFRINGEMENT, MERCHANTABILITY OR FITNESS FOR A PARTICULAR PURPOSE WITH RESPECT TO THE PRODUCT.
11.4 Limitation of Liability. EXCEPT FOR A BREACH OF ARTICLE 15, OR FOR CLAIMS OF A THIRD PARTY THAT ARE SUBJECT TO
INDEMNIFICATION UNDER ARTICLE 12, NEITHER PARTY SHALL BE LIABLE TO THE OTHER WITH RESPECT TO ANY SUBJECT MATTER OF
THIS AGREEMENT, WHETHER UNDER ANY CONTRACT, NEGLIGENCE, STRICT LIABILITY OR OTHER LEGAL OR EQUITABLE THEORY, FOR
ANY INCIDENTAL, INDIRECT, SPECIAL, EXEMPLARY, PUNITIVE, MULTIPLE, OR CONSEQUENTIAL DAMAGES (INCLUDING LOST PROFITS,
LOSS OF USE, DAMAGE TO GOODWILL, OR LOSS OF BUSINESS).

ARTICLE 12
INDEMNIFICATION AND INSURANCE
12.1 Indemnity. The indemnification rights and obligations of the Parties set forth in Article 11 of the Collaboration Agreement shall apply to this
Agreement.
12.2 Insurance. The insurance obligations of the Parties set forth in Article 11 of the Collaboration Agreement shall apply to this Agreement.

ARTICLE 13
TERM AND TERMINATION
13.1 Term. This Agreement shall become effective as of the Effective Date and shall continue in full force and effect until the expiration or termination
of the Collaboration Agreement unless terminated earlier pursuant to this Article 13 (the “Term”).
13.2 Termination Pursuant to the Completion of a Manufacturing Responsibility Transition Plan or Assignment of Third Party Manufacturing
Agreements. This Agreement shall automatically, and without any further action by either Party, terminate upon the completion of (a) the transfer of the right
and responsibility to Manufacture or have Manufactured the Product for the Territory to Takeda pursuant to Section 4.2 of the Collaboration Agreement, and
(b) if elected by Takeda, the assignment to Takeda of all of the Third Party Manufacturer Agreements required for Manufacture of the Product in the Territory
as set forth in Section 3.6.1(b).

ARTICLE 14
CONSEQUENCES OF TERMINATION
14.1 Continuation of Supply. If the Term ends upon the expiration of the Collaboration Agreement, then, at Takeda’s election, Orexigen shall
(a) continue to supply Takeda’s requirements for the Product in the Territory in accordance with the terms of this Agreement for a period of up to [***] ([***])
months following such expiration or (b) assign to
***
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Takeda those Third Party Manufacturer Agreements requested by Takeda, to the extent permitted under the applicable Third Party Manufacturer Agreement
and to the extent required for the Manufacture of the Product for the Territory. At Takeda’s request, Orexigen shall use Commercially Reasonable Efforts to
obtain from the applicable Third Party Manufacturer any consent required for such assignment, at Takeda’s cost. If the Term ends upon the termination of the
Collaboration Agreement, Orexigen shall not have continuing supply responsibilities hereunder (except as set forth in Section 14.2).
14.2 In-Process Product. Promptly after expiration of this Agreement or termination of this Agreement as a result of termination of the Collaboration
Agreement by Takeda pursuant to Section 12.2.1, 12.4, or 12.5 of the Collaboration Agreement, if requested by Takeda, Orexigen will complete work on all
Products that were in process for the Territory at the time of expiration or termination and, following completion of such work, deliver such Products to
Takeda. Takeda will pay Orexigen the Transfer Price determined pursuant to Section 5.2 for all such Products supplied by Orexigen to Takeda, and any
unpaid Obsolete Material Costs and Period Costs and any other costs set forth in this Agreement associated with such Products. For any remaining materials
or if Takeda elects not to complete production of in-process Products, Takeda will pay for any raw materials and/or work in process ordered for but not
consumed by the completion of in-process Product and any destruction charges.
14.3 Accrued Obligations. Termination or expiration of this Agreement shall not relieve either Party of any accrued obligations hereunder.
14.4 Without Prejudice. Termination of this Agreement, due to the fault of either Party, shall be without prejudice to any other rights or remedies then
or thereafter available to either Party under this Agreement or otherwise.
14.5 Survival. The following provisions shall survive termination or expiration of this Agreement in its entirety, and, any other provisions, which by
their terms or by the context thereof, are intended to survive such expiration or termination, shall also survive: Article 1 (Definitions); Article 5 (Purchase
Price, Invoicing and Payment); Article 8 (Non-Conforming Product); Article 10 (Product Recall); Article 12 (Indemnification and Insurance); Article 14
(Consequences of Termination), as applicable; Article 15 (Confidentiality); Article 16 (Miscellaneous); and Article 17 (Dispute Resolution), and Section 9.6;
Section 11.3; and Section 11.4.

ARTICLE 15
CONFIDENTIALITY
The provisions of Article 10 of the Collaboration Agreement shall apply to the Confidential Information of a Party disclosed to the other Party in
connection with the activities under this Agreement.
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ARTICLE 16
MISCELLANEOUS
16.1 Miscellaneous. The rights and obligations of the Parties set forth in Sections 14.1 through 14.9 and 14.11 through 14.14 of the Collaboration
Agreement shall apply to this Agreement.
16.2 Government Subcontracts.
16.2.1 Orexigen represents and warrants that it will comply with all applicable laws throughout the term of this Agreement, including providing
all required written certifications, representations, and disclosures. Specifically, Orexigen represents and warrants that it will comply, [***], with applicable
requirements of the following Federal Acquisition Regulation (“FAR”) clauses, which are hereby incorporated by reference and made a part of this
Agreement as if fully set forth herein: (i) FAR 52.203-13, Contractor Code of Business Ethics and Conduct (Apr. 2010); (ii) FAR 52.219-8, Utilization of
Small Business Concerns (Dec. 2010) (15 U.S.C. § 637(d)(2) and (3)); (iii) FAR 52.222-26, Equal Opportunity (Mar. 2007) (Executive Order 11246); (iv) FAR
52.222-35, Equal Opportunity for Veterans (Sep. 2010) (38 U.S.C. § 4212); (v) FAR 52.222-36, Affirmative Action for Workers with Disabilities (Oct. 2010)
(29 U.S.C. § 793); (vi) FAR 52.222-40, Notification of Employee Rights Under the National Labor Relations Act (Dec. 2010) (E.O. 13496); (vii) FAR 52.22250 Combating Trafficking in Persons (Feb. 2009) (22 U.S.C. 7104(g)) and (viii) FAR 52.247-64, Preference for Privately Owned U.S.-Flag Commercial
Vessels (Feb 2006).
16.2.2 Takeda and Orexigen shall abide by the requirements of 41 CFR §§ 60-1.4(a), 60-300.5(a) and 60-741.5(a). These regulations prohibit
discrimination against qualified individuals based on their status as protected veterans or individuals with disabilities, and prohibit discrimination against all
individuals based on their race, color, religion, sex, or national origin. Moreover, these regulations require that covered prime contractors and subcontractors,
such as Takeda and Orexigen take affirmative action to employ and advance in employment individuals without regard to race, color, religion, sex, national
origin, protected veteran status or disability.
16.3 No Government Contracting Debarment. BY ACCEPTANCE OF THIS AGREEMENT, OREXIGEN HEREBY CERTIFIES THAT NEITHER
OREXIGEN NOR ANY OF OREXIGEN’S PRINCIPALS IS PRESENTLY DEBARRED, SUSPENDED, PROPOSED FOR DEBARMENT, DECLARED
INELIGIBLE OR VOLUNTARILY EXCLUDED FOR THE AWARD OF CONTRACTS BY ANY U.S. FEDERAL AGENCY.
16.4 Entire Agreement. This Agreement, including the attached exhibits, and the Collaboration Agreement (excluding Exhibit 4.1 of the
Collaboration Agreement) constitute the entire agreement between the Parties as to the subject matter of this Agreement, and supersedes and merges all prior
and contemporaneous negotiations, representations, agreements and understandings regarding the same. Exhibit 4.1 and Section 4.3 of the Collaboration
Agreement are expressly superseded by this Agreement, except with respect to references in the Collaboration
***
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Agreement (other than in Exhibit 4.1 of the Collaboration Agreement) to: (i) Exhibit 4.1 of the Collaboration Agreement, including in the paragraph at the
end of Section 7.2.1 of the Collaboration Agreement, and (ii) Section 4.3 of the Collaboration Agreement. Sections 4.2, 4.3, 4.4 and 4.5 expressly amend
Orexigen’s final decision-making authority as provided in Section 5.7.3(b)(ii) of the Collaboration Agreement. To the extent there is a conflict between this
Agreement and the Collaboration Agreement other than as set forth in this Section 16.4, the Collaboration Agreement shall control.
16.5 Construction. Except where expressly stated otherwise in this Agreement, the following rules of interpretation apply to this Agreement:
(a) “include,” “includes” and “including” are not limiting and shall be deemed to be followed by “without limitation”; (b) definitions contained in this
Agreement are applicable to the singular as well as the plural forms of such terms; (c) references to a statute mean such statute as from time to time amended,
modified or supplemented; (d) references to a Person are also to its permitted successors and assigns; (e) captions, the plain meaning of defined terms to the
extent different from the definitions provided in Article 1, and other headings to this Agreement are for convenience only, and shall have no force or effect in
construing or interpreting any of the provisions of this Agreement or any other legal effect; (f) references to “Article”, “Section”, or “Exhibit” refer to an
Article or Section of, or an Exhibit to, this Agreement, unless otherwise indicated; (g) the word “will” shall be construed to have the same meaning and effect
as the word “shall” and vice versa; (h) the word “or” has, except where otherwise indicated, the inclusive meaning represented by the phrase “and/or”; and
(i) all references to “days” in this Agreement are to calendar days unless such reference is to a Business Day.

ARTICLE 17
DISPUTE RESOLUTION
17.1 Exclusive Dispute Resolution Mechanism. Except as set forth in Section 8.3, the Parties agree that the Dispute resolution procedures set forth in
Article 13 of the Collaboration Agreement shall be the exclusive mechanism for resolving any Dispute that is not resolved through good faith negotiation
between the Parties.
17.2 Confidentiality. Any and all activities conducted under this Article 17, including any and all proceedings and decisions of arbitrator(s), shall be
deemed Confidential Information of each of the Parties, and shall be subject to Article 15.
[Signature Page Follows]
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IN WITNESS WHEREOF, the Parties have caused this Agreement to be executed by their respective duly authorized officers effective as of the Effective Date.
OREXIGEN T HERAPEUTICS, INC.

T AKEDA PHARMACEUTICAL COMPANY L IMITED

By:
/s/ Michael A. Narachi
Name: Michael A. Narachi
Title: President & CEO

By:
/s/ Testuo Miwa
Name: Tetsuo Miwa
Title: Senior Vice President, Pharmaceutical Production Division

Date: September 2, 2014

Date: August 29, 2014

OREXIGEN T HERAPEUTICS, INC.

T AKEDA PHARMACEUTICAL COMPANY L IMITED

By:
/s/ Joseph P. Hagan
Name: Joseph P. Hagan
Title: Chief Business Officer

By:
/s/ Hideki Matsubara
Name: Hideki Matsubara
Title: Senior Director, General Purchasing
Department Pharmaceutical Production Division

Date: September 2, 2014

Date: August 29, 2014

OREXIGEN T HERAPEUTICS, INC.
By:
/s/ Philip Roberts
Name: Philip Roberts
Title: VP, Technical Operations
Date: September 2, 2014
Page 30 of 35

Exhibit 1.25
Product
Bulk drug Product: naltrexone hydrochloride and bupropion hydrochloride 8mg/90mg trilayer film-coated tablets [***].
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Exhibit 1.31
Specifications
Bulk Packaging Specifications
[***]
[***]
[***]
[***]
[***]
[***]
Product Specifications (see below)
***
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Material Specification
8 mg Naltrexone Hydrochloride 90 mg
Bupropion Hydrochloride Tablet
(for Commercial)
Document Number:
Revision:

[***]
[***]

Specification(s) (Contrave, Tablets)
[***]
[***]
Attribute

Acceptance Criteria

Method

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]

[***]
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Exhibit 2.3.1
Third Party Manufacturers and Agreements
[***]

***
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Exhibit 31.1
CERTIFICATION OF PRINCIPAL EXECUTIVE OFFICER
PURSUANT TO SECTION 302 OF THE SARBANES-OXLEY ACT OF 2002
I, Michael A. Narachi, certify that:
1. I have reviewed this quarterly report on Form 10-Q of Orexigen Therapeutics, Inc.;
2. Based on my knowledge, this report does not contain any untrue statement of a material fact or omit to state a material fact necessary to make the
statements made, in light of the circumstances under which such statements were made, not misleading with respect to the period covered by this report;
3. Based on my knowledge, the financial statements, and other financial information included in this report, fairly present in all material respects the
financial condition, results of operations and cash flows of the registrant as of, and for, the periods presented in this report;
4. The registrant’s other certifying officer and I are responsible for establishing and maintaining disclosure controls and procedures (as defined in
Exchange Act Rules 13a-15(e) and 15d-15(e)) and internal control over financial reporting (as defined in Exchange Act Rules 13a-15(f) and 15d-15(f)) for the
registrant and have:
a. designed such disclosure controls and procedures, or caused such disclosure controls and procedures to be designed under our supervision, to
ensure that material information relating to the registrant, including its consolidated subsidiaries, is made known to us by others within those entities,
particularly during the period in which this report is being prepared;
b. designed such internal control over financial reporting, or caused such internal control over financial reporting to be designed under our
supervision, to provide reasonable assurance regarding the reliability of financial reporting and the preparation of financial statements for external
purposes in accordance with generally accepted accounting principles;
c. evaluated the effectiveness of the registrant’s disclosure controls and procedures and presented in this report our conclusions about the
effectiveness of the disclosure controls and procedures, as of the end of the period covered by this report based on such evaluation; and
d. disclosed in this report any change in the registrant’s internal control over financial reporting that occurred during the registrant’s most recent
fiscal quarter (the registrant’s fourth fiscal quarter in the case of an annual report) that has materially affected, or is reasonably likely to materially
affect, the registrant’s internal control over financial reporting; and
5. The registrant’s other certifying officer and I have disclosed, based on our most recent evaluation of internal control over financial reporting, to the
registrant’s auditors and the audit committee of the registrant’s board of directors (or persons performing the equivalent functions):
a. all significant deficiencies and material weaknesses in the design or operation of internal control over financial reporting which are reasonably
likely to adversely affect the registrant’s ability to record, process, summarize and report financial information; and
b. any fraud, whether or not material, that involves management or other employees who have a significant role in the registrant’s internal
control over financial reporting.
Date: November 10, 2014
/s/ Michael A. Narachi
Michael A. Narachi
President and Chief Executive Officer

Exhibit 31.2
CERTIFICATION OF PRINCIPAL FINANCIAL OFFICER
PURSUANT TO SECTION 302 OF THE SARBANES-OXLEY ACT OF 2002
I, Joseph P. Hagan, certify that:
1. I have reviewed this quarterly report on Form 10-Q of Orexigen Therapeutics, Inc.;
2. Based on my knowledge, this report does not contain any untrue statement of a material fact or omit to state a material fact necessary to make the
statements made, in light of the circumstances under which such statements were made, not misleading with respect to the period covered by this report;
3. Based on my knowledge, the financial statements, and other financial information included in this report, fairly present in all material respects the
financial condition, results of operations and cash flows of the registrant as of, and for, the periods presented in this report;
4. The registrant’s other certifying officer and I are responsible for establishing and maintaining disclosure controls and procedures (as defined in
Exchange Act Rules 13a-15(e) and 15d-15(e)) and internal control over financial reporting (as defined in Exchange Act Rules 13a-15(f) and 15d-15(f)) for the
registrant and have:
a. designed such disclosure controls and procedures, or caused such disclosure controls and procedures to be designed under our supervision, to
ensure that material information relating to the registrant, including its consolidated subsidiaries, is made known to us by others within those entities,
particularly during the period in which this report is being prepared;
b. designed such internal control over financial reporting, or caused such internal control over financial reporting to be designed under our
supervision, to provide reasonable assurance regarding the reliability of financial reporting and the preparation of financial statements for external
purposes in accordance with generally accepted accounting principles;
c. evaluated the effectiveness of the registrant’s disclosure controls and procedures and presented in this report our conclusions about the
effectiveness of the disclosure controls and procedures, as of the end of the period covered by this report based on such evaluation; and
d. disclosed in this report any change in the registrant’s internal control over financial reporting that occurred during the registrant’s most recent
fiscal quarter (the registrant’s fourth fiscal quarter in the case of an annual report) that has materially affected, or is reasonably likely to materially
affect, the registrant’s internal control over financial reporting; and
5. The registrant’s other certifying officer and I have disclosed, based on our most recent evaluation of internal control over financial reporting, to the
registrant’s auditors and the audit committee of the registrant’s board of directors (or persons performing the equivalent functions):
a. all significant deficiencies and material weaknesses in the design or operation of internal control over financial reporting which are reasonably
likely to adversely affect the registrant’s ability to record, process, summarize and report financial information; and
b. any fraud, whether or not material, that involves management or other employees who have a significant role in the registrant’s internal
control over financial reporting.
Date: November 10, 2014
/s/ Joseph P. Hagan
Joseph P. Hagan
Chief Business Officer

Exhibit 32.1
CERTIFICATION PURSUANT TO 18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002
In connection with the quarterly report of Orexigen Therapeutics, Inc. (the “Company”) on Form 10-Q for the quarter ended September 30, 2014, as
filed with the Securities and Exchange Commission on the date hereof (the “Report”), I, Michael A. Narachi, President and Chief Executive Officer of the
Company, certify, pursuant to 18 U.S.C. Section 1350, as adopted pursuant to Section 906 of the Sarbanes-Oxley Act of 2002, that, to my knowledge:
(1) The Report fully complies with the requirements of Section 13(a) or 15(d), as applicable, of the Securities Exchange Act of 1934, as amended; and
(2) The information contained in the Report fairly presents, in all material respects, the financial condition and results of operations of the Company.
Date: November 10, 2014
/s/ Michael A. Narachi
Michael A. Narachi
President and Chief Executive Officer
The foregoing certification is being furnished solely pursuant to 18 U.S.C. Section 1350 and is not being filed as part of the Report or as a separate disclosure
document.

Exhibit 32.2
CERTIFICATION PURSUANT TO 18 U.S.C. SECTION 1350,
AS ADOPTED PURSUANT TO
SECTION 906 OF THE SARBANES-OXLEY ACT OF 2002
In connection with the quarterly report of Orexigen Therapeutics, Inc. (the “Company”) on Form 10-Q for the quarter ended September 30, 2014, as
filed with the Securities and Exchange Commission on the date hereof (the “Report”), I, Joseph P. Hagan, Chief Business Officer of the Company, certify,
pursuant to 18 U.S.C. Section 1350, as adopted pursuant to Section 906 of the Sarbanes-Oxley Act of 2002, that, to my knowledge:
(1) The Report fully complies with the requirements of Section 13(a) or 15(d), as applicable, of the Securities Exchange Act of 1934, as amended; and
(2) The information contained in the Report fairly presents, in all material respects, the financial condition and results of operations of the Company.
Date: November 10, 2014
/s/ Joseph P. Hagan
Joseph P. Hagan
Chief Business Officer
The foregoing certification is being furnished solely pursuant to 18 U.S.C. Section 1350 and is not being filed as part of the Report or as a separate disclosure
document.

